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ABSTRACT 
 
Diabetes mellitus is an endemic disease affecting up to six percent of population worldwide. In 
Finland, over 300,000 patients have a diagnosis of diabetes and the number is exponentially 
increasing. Diabetic foot problems; such as ulceration, infection, gangrene, Charcot foot and 
amputation are a major source of morbidity and a leading cause of hospitalization for patients with 
diabetes. A non-infectious destruction of bones and joints in a neuropathic extremity was first 
described more than 100 years ago and has since come to be known by eponym Charcot foot. 
Today diabetes is the most common cause of Charcot foot, which is recognised as one of the most 
devastating and disabling complication of diabetes and among the most important risk factors for 
plantar ulcer formation and subsequent amputation. The understanding of the basic 
pathophysiological mechanisms of Charcot foot has gradually led to the development of new 
treatment strategies and the purpose of the present study was to investigate the effect of zoledronic 
acid (bisphosphonate) on the treatment of acute Charcot foot in a prospective, randomized 
controlled trial. In addition, the long-term effects of chronic Charcot foot on patient’s clinical 
outcome and quality of life were investigated and a comprehensive analysis of historical patient 
series was conducted.  
The study population consisted of Charcot foot patients treated at the Tampere University Hospital 
Diabetic Foot Clinic during period 1994-2007. The first retrospective data was obtained from the 
patient records of the Diabetic Foot Clinic and was collated with the Hospital Discharge Register in 
order to assess the patient demographics and management details of a historical patient series with 
Charcot foot. The second data set consisted of prospectively enrolled patients (2002-2007) with 
acute midfoot Charcot foot and compared clinical resolution and bone mineral density changes 
during the treatment of acute Charcot foot with and without zoledronic acid. The fourth set data was 
also identified from the patient register of the Diabetic Foot Clinic and was a cross-sectional 
descriptive study assessing long-term clinical outcome and quality of life in patients with Charcot 
foot and at least five years of follow-up. 
The diagnosis of acute Charcot foot is demanding and significant delays in diagnosis were common. 
The average delay was 29 weeks and the most frequent incorrect diagnoses were erysipelas, deep 
venous thrombosis, gout, arthritis, fracture or osteomyelitis. The prospective study failed to show 
any clinical benefit (reduced immobilisation time) with zoledronic acid as an adjuvant in the 
treatment of acute midfoot Charcot foot. The median immobilisation time in the placebo group was 
20 weeks, but this lengthy immobilisation did not lead to an obvious disuse osteoporosis of the hip 
in the Charcot foot affected side after six months of treatment. Management with zoledronic acid 
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led to a significant increase of the hip bone mineral density in both sides compared to placebo, but 
the clinical significance of this was uncertain. In the long-term follow-up study 67% of patients had 
ulceration during follow-up and 40% were ulcerated more than once. Fifty percent of patients were 
managed surgically with an increase in surgery 4 years post diagnosis. Chronic Charcot foot was 
found to impair patient’s physical functioning and general health but did not affect mental health. 
Long-term functional outcome of patients with Charcot foot is usually relatively good, mainly due 
to the absence of pain and if the correct diagnosis is reached early.  
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TIIVISTELMÄ 
 
Diabeteksen esiintyvyys kasvaa kaikkialla maailmassa ja tällä hetkellä jopa 6% maailman väestöstä 
sairastaa diabetesta. Vuonna 2010 lääkehoitoa saavia diabetesta sairastavia suomalaisia oli jo yli 
300 000. Diabetekseen liittyvät jalkaongelmat (haavaumat, infektiot, kuoliot, Charcot’n jalka ja 
amputaatiot) ovat yksi merkittävimmistä diabetespotilaiden sairaalahoitoa aiheuttavista syistä. 
Charcot’n neuroartropatia (CN) on yleistyvä ja usein erittäin invalidisoiva pitkäkestoisen 
diabeteksen vaikeahoitoinen nivel- ja luukomplikaatio. Taudin patofysiologia on monitekijäinen, 
eikä sitä kaikilta osin vielä täysin tunneta. Tyypillistä CN:n kehittymiselle on laajamittainen 
perifeerinen neuropatia ja suhteettoman suuri inflammatorinen reaktio jollekin ulkoiselle 
ärsykkeelle (trauma, kirurgia, infektio jne.). Inflammatorinen prosessi johtaa osteoklastiaktiviteetin 
lisääntymiseen ja luun paikalliseen resorptioon altistaen luun vaurioitumiseen. Nykyään CN 
kehittyy lähes yksinomaan komplisoituneen diabeteksen seurauksena ja affisioi pääasiassa nilkan 
sekä jalkaterän aluetta (Charcot'n jalka).  
Tämän väitöskirjan tarkoituksena oli selvittää zoledronaattihoidon kliinistä hyötyä akuutin 
Charcot’n jalan hoidossa sekä selvittää hoidon aikana tapahtuvia luuntiheyden muutoksia. Lisäksi 
tutkimuksessa selvitettiin Charcot’n jalan pitkäaikaisennustetta, diagnostisia haasteita sekä taudin 
vaikutusta potilaiden elämänlaatuun.  
Tutkimusmateriaali koostui Tampereen yliopistollisen sairaalan jalkatyöryhmässä vuosina 1994-
2007 hoidetuista Charcot’n jalka- potilaista. Ensimmäisen tutkimuksen aineisto kerättiin 
retrospektiivisesti jalkatyöryhmässä ennen vuotta 2001 hoidetuista potilaista tarkoituksena selvittää 
historiallisen potilaskohortin diagnostiikan ja hoidon toteutuminen. Toisena aineistona oli 
prospektiivisesti kerätty potilaskohortti (2002-2007) akuutteja Charcot’n jalka- potilaita, joiden 
konventionaaliseen hoitoon liitettiin zoledronaatti- lääkitys tai lumelääke satunnaistetussa 
tutkimusasetelmassa. Tutkimuksen tarkoituksena oli selvittää lyhentääkö lääkehoito akuutin 
Charcot’n jalan kokonaisimmobilisaation kestoa ja millainen vaikutus pitkällä immobilisaatiolla on 
luuntiheyteen kuuden kuukauden seurannan aikana. Lisäksi Charcot’n jalan pitkäaikaisennustetta ja 
vaikutusta potilaiden elämänlaatuun selvitettiin ennen vuotta 2003 diagnosoidun potilaskohortin 
poikkileikkaustutkimuksessa. 
Retrospektiivinen tutkimuksemme osoitti Charcot’n jalan diagnostiikan olevan hankalaa ja 
diagnostiikassa todettiin merkittäviä viiveitä. Keskimääräinen viive oikeaan diagnoosiin oli 29 
viikkoa ja yleisimpinä virhediagnooseina olivat ruusu/selluliitti, syvä laskimotukos, kihti, artroosi, 
murtuma ja osteomyeliitti. Prospektiivinen tutkimuksemme osoitti, ettei zoledronaattihoito 
lyhentänyt Charcot’n jalan hoidon kokonaisimmobilisaation kestoa. Lumelääkeryhmän 
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keskimääräinen immobilisaatioaika oli 20 viikkoa, jonka ei kuitenkaan todettu johtavan kliinisesti 
merkittävän immobilisaatio-osteoporoosiin (“disuse osteoporosis”) kehittymiseen kuuden 
kuukauden seurannan aikana. Zoledronaatti-hoito lisäsi reiden yläosan luuntiehyttä merkittävästi 
enemmän verrattuna lumelääkeryhmään, mutta tämän lisäyksen kliininen merkitys on vähäinen. 
Charcot’n jalka- potilaiden pitkäaikaisennuste on kohtuullisen hyvä, jos diagnoosiin päästään 
varhain. Keskimäärin kahdeksan vuoden seurannan aikana 67%: lla potilaista todettiin 
jalkahaavauma jossain taudin vaiheessa ja 50% potilaista vaati jonkinlaista kirurgista hoitoa 
Charcot’n jalan tai haavaumia seuranneiden ongelmien vuoksi. Kirurgisen hoidon tarve havaittiin 
lisääntyvän neljä vuotta diagnoosin jälkeen. Elämänlaatumittareista krooninen Charcot’n jalka 
heikensi fyysistä toimintakykyä ja yleistä terveydentilaa, mutta mielenterveyden osalta vastaavaa 
heikkenemistä ei todettu.     
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Diabetes mellitus is an endemic disease affecting up to 6.4% of general adult population worldwide 
(Wild et al. 2004, Shaw et al. 2010). The number of patients with diabetes, especially type 2, is 
increasing rapidly due to population growth, aging and increasing prevalence of obesity and 
physical inactivity.  In 2010, approximately 300,000 patients in Finland had a diagnosis of diabetes 
(prevalence of 5.6%) according to the National Institute for Health and Welfare and approximately 
200,000 more patients are estimated to have a type 2 diabetes without knowing it (Peltonen et al. 
2006). The incidence of type 1 diabetes in Finland is the highest in the world (64 new cases 
/100,000/ year in children under the age of 15) and is increasing exponentially (Harjutsalo et al. 
2008). Eventually this greater number of patients will also face an increased number of late 
complications, i.e. stroke, cardiovascular disease, nephropathy, neuropathy, micro- and 
macroangiopathy and diabetic foot problems. 
Non-infectious destruction of bones and joints in a neuropathic extremity (neurogenic 
osteoarthropathy) was first described more than 100 years ago in patients with tertiary syphilis 
(Charcot and Féré 1883). Since then neurogenic osteoarthropathy has been known by the eponym 
”Charcot’s disease”. Some decisive breakthroughs in medicine also changed the occurrence of 
neurogenic osteoarthropathy. Penicillin cured syphilis and today in the western world tertiary 
syphilis is responsible for only a few cases of osteoarthropathy annually (Viens et al. 2010). In the 
early 1920’s insulin was isolated and the lifespan of patients with diabetes started to increase 
eventually leading to higher frequency of late complications. In 1936 Jordan (Jordan 1936) reported 
the first cases of diabetic Charcot’s disease, which usually affected the area around the foot and 
ankle (i.e. Charcot foot). 
Today diabetes is the most common cause of Charcot foot (Frykberg and Kozak 1978, Gupta 1993). 
It is recognised as one of the most devastating and disabling complications of diabetes and as a 
single most important risk factor for plantar ulcer formation and subsequent amputation (Boyko et 
al. 1999). However, the long-term impact of Charcot foot on a patient’s clinical outcome and 
quality of life is not known. The association between diabetes and Charcot foot has been known for 
over 75 years, but most of the pathophysiological mechanisms are still unidentified, likewise the 
optimal management strategies.  It seems that the interactions of various component factors result in 
an acute and localized inflammatory process that leads to osteolysis and various degrees and 
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patterns of bone and joint destruction and deformity around the foot and/or ankle (Jeffcoate et al. 
2005). The mainstay of the treatment has traditionally been off-loading and immobilization in a cast 
until the acute inflammatory phase subsides, which may take as long as 12 months (Armstrong et al. 
1997, Petrova and Edmonds 2010, Rogers et al. 2011). The increase of bone turnover and 
osteoclastic activity in patients with acute Charcot foot led to a conjecture that antiresorptive drugs 
(e.g. bisphosphonates) might be beneficial in the management of acute Charcot foot. Preliminary 
patient series have yielded promising results but the clinical efficacy of these drug remains to be 
determined (Selby et al. 1994, Jude et al. 2001, Anderson et al. 2004, Pitocco et al. 2005, Bem et al. 
2006).  
The purpose of the present study was to investigate the effects of an intravenous bisphosphonate 
(zoledronic acid) treatment on the management of acute Charcot foot in a prospective, randomized 
controlled trial. In addition, the long-term effects of chronic Charcot foot on patient’s clinical 
outcome and quality of life were investigated and a comprehensive analysis of a historical patient 
series was conducted. 
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Diabetic foot problems, such as ulceration, infection, gangrene, Charcot foot and amputation are a 
major source of morbidity and a leading cause of hospitalization for patients with diabetes. 
According to the American Diabetes Association diabetes and its complications cost the United 
States $174 billion annually ($7,300 / person with diabetes / year) and it is estimated that at least 
33% of these costs are linked to the treatment of diabetic foot disorders (American Diabetes 
Association 2008). An estimated 15% of patients with diabetes develop lower extremity ulcer 
during the course of their disease and the annual cumulative incidence of diabetic foot ulcers is 0.5-
3% (Moss et al. 1992, Kumar et al. 1994, Moss et al. 1999, Ramsey et al. 1999). Charcot foot is the 
single most important risk factor for foot ulceration in patients with diabetes (Boyko et al. 1999). 
Other risk factors include peripheral neuropathy, atherosclerotic vascular disease, impaired joint 
mobility, other foot deformities, abnormal plantar foot pressures, trauma, history of 
ulceration/amputation and impaired visual acuity (Frykberg et al. 1998, Boyko et al. 1999, Reiber et 
al. 1999, Frykberg and Armstrong 2002). Seven to 25% of patients with diabetes and foot ulceration 
will subsequently require amputation and more than 60% of all lower extremity amputations occur 
in patients with diabetes (Pecoraro et al. 1990, Larsson et al. 1998, American Diabetes Association 
1999, Margolis et al. 2005, Singh et al. 2005). Foot ulceration is the most common precursor to 
lower extremity amputation among patients with diabetes (precursor to approximately 85% of 
amputations) with annual risk of 5% for major lower extremity amputation (Pecoraro et al. 1990, 
Larsson et al. 1998, American Diabetes Association 1999, Prompers et al. 2008). Healing of an 
ulcer without amputation costs on average of 7,722€, whereas healing by amputation averaged 
25,222€ (Apelqvist et al. 1994, Prompers et al. 2008). The implementation of a multidisciplinary 
programme for the management of patients with diabetic foot disorders decreases the rate of major 
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2.1 History of Charcot foot 
 
 
2.1.1 Jean-Martin Charcot and pied tabétique 
 
In 1831 John Kearsley Mitchell (1798-1858) was the first to describe denervation-induced bone and 
joint destruction due to tuberculous spinal cord damage (Mitchell 1831). More than 30 years later, 
in 1868, Jean-Martin Charcot (1825-1893), a French neurologist at Salpêtriere Hospital in Paris 
published his early observations of tabetic arthropathies (Charcot 1868). Tabes dorsalis is a slow 
degeneration of the dorsal columns of the spinal cord caused by demyelinisation secondary to 
untreated syphilis (Allali et al. 2006). This leads to episodes of intense pain, unsteady gait and loss 
of sensation and in some patients subsequent destruction of the periarticular bones and large joints 
(Scheck and Hook 1994, Allali et al. 2006). It was not until 1881 that Charcot received international 
recognition for his research on tabetic arthropathies and Sir James Paget suggested that the 
condition of denervation-induced destruction of bones and joints should be called ”Charcot’s 
disease” (Sanders 2004). In 1883 Charcot and Féré published a case of extensive bone and joint 
destruction of the tarsal bones claiming that it was analogous to the tabetic arthropathies of the 
larger joints (Charcot and Féré 1883). They called the process pied tabétique, foot tabes, which 
would later come to be known as Charcot foot.   
The association between diabetes and Charcot foot was first described in 1936 by William Reliy 
Jordan (Jordan 1936). While the number of neurosyphilis cases has steadily decreased, diabetes is 
now recognized to be the most common cause of Charcot foot worldwide (Gupta 1993). 
 
2.1.2 Terminology of neuropathic osteoarthropathies 
 
There is still a lack of consensus on the nomenclature of the neuropathic bone and joint destruction 
of the foot in the absence of infection. Numerous names have been used to describe it, such as 
neurogenic arthropathy, diabetic neuroarthropathy, neuropathic arthropathy, Charcot 
neuroarthropathy, Charcot osteoarthropathy, Charcot’s joint, Charcot’s disease, Charcot 
arthropathy, Charcot neuro-osteoarthropathy etc. In this dissertation the most frequently used terms 
Charcot neuropathic osteoarthropathy (CN; referring to disease of the bones and joints not defining 
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the body region) and Charcot foot (CF; when Charcot osteoarthropathy affects the foot or ankle) are 
used (Rogers et al. 2011).  
 
2.2 Pathophysiology of Charcot foot 
 
 
The exact pathogenesis of CF remains unclear. The basic mechanisms leading to the development 
of CF have been a subject of a long debate mainly due to the lack of a clear definition of CF and the 
fact that the present scientific evidence is mostly circumstantial at best. Historically two theories, 
neurotraumatic and neurovascular, were initially considered as competing but are now considered to 
overlap to some extent, even though these theories could not conclusively explain the whole clinical 
picture of CF (e.g. why CF is usually unilateral while neuropathy is most often bilateral and why 
CF is so rare while neuropathy is a common diabetic complication). Recent studies show that there 
seems to be no single cause for the development of CF but rather a number of possible precipitating 
events (trauma, surgery, infection etc.) as well as factors that predispose to its development 
(Jeffcoate et al. 2005, Rogers et al. 2011). Once a process of inflammation is triggered in a 
susceptible individual, the uncontrolled inflammation leads to osteolysis and local osteopenia and 
the subsequent progressive destruction of bones and joints due to the lack of protective sensation 
(Jeffcoate et al. 2005).  
 
For decades acute CF was considered to be a simple result of continuing damage to bones and joints 
caused by a lack of protective sensation due to the peripheral neuropathy, i.e. neurotraumatic theory 
(Eloesser 1917, Salo et al. 1997).  According to this theory repetitive trauma to the insensate foot 
causes microfractures of the periarticular bones and results in progressive bone and joint destruction 
if the affected area is not properly immobilized. Neurovascular theory was based on the assumption 
that the autonomic neuropathy (loss of trophic nerves, (Charcot 1868)) would lead to an increase in 
local blood flow to the lower extremities and to arteriovenous shunting causing subsequent 
osteoclastic activation and local bone resorption (Edmonds et al. 1982, Edmonds et al. 1985, Baker 
et al. 2007). Three separate groups also found that patients with CF had normal blood flow in the 
lower extremities and retained normal vasomotor regulation of blood flow compared to diabetic 
control subjects with neuropathy alone (Shapiro et al. 1998, Veves et al. 1998, Baker et al. 2007). 
The assumption of bone resorption due to sympathetic denervation also proved to be erroneous and 
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sympathetic activity has been shown to increase (not decrease) the osteoclastic activity and bone 
loss (Kondo et al. 2005, Kondo and Togari 2011). 
 
2.2.1 Peripheral neuropathy 
 
Peripheral neuropathy is associated with all disorders that can produce CF. The prevalence of 
peripheral neuropathy in patients with diabetes is estimated to vary between 7.5 and 45% depending 
on the duration of the diabetes (Dyck et al. 1993, Young et al. 1993, Toeller et al. 1999, Charles et 
al. 2011). Peripheral neuropathy is thought to be an essential prerequisite for the development of CF 
and radiological signs of CF will develop in up to 13-37% of diabetic patients with neuropathy 
(Cofield et al. 1983, Tawn et al. 1988, Fabrin et al. 2000, Armstrong et al. 2001, McIntyre et al. 
2007). The retention of autonomic vasodilatory reflexes in patients with CF has been reported in 
contrast to patients with diabetes and peripheral neuropathy without CF (Shapiro et al. 1998, Veves 
et al. 1998, Baker et al. 2007). If the foot is not properly immobilized after the initiation of 
inflammation and the patient has loss of pain perception and continues to bear weight normally, 
further trauma leads to further inflammation and subsequent progressive local osteolysis and 
fragmentation (Jirkovska et al. 2001, Hastings et al. 2005, Petrova et al. 2005, Petrova and 
Edmonds 2010). Initial microfractures may also be more likely in case of osteopenia and there is 
some evidence that both diabetes and neuropathy are associated with osteopenia (Rix et al. 1999) 




The single most obvious clinical sign of acute CF is the occurrence of local inflammation (rubor - 
redness, tumour - swelling, calor - warmness and dolor - pain; absent in the case of peripheral 
neuropathy). During the last decade the role of the local exaggerated inflammatory reaction in the 
development of acute CF has received more attention (Jeffcoate et al. 2005). The current belief is 
that the development of acute CF needs some form of initial insult (whether noticed by the patient 
or not), which is sufficient to trigger an inflammatory cascade through activated proinflammatory 
mediators (e.g. tumour necrosis factor alpha (TNF-α) and interleukin 1-beta (IL-1β)). Fractures in 
general are associated with acute release of TNF-α and IL-1β and activation of these cytokines 
leads to the activation of macrophages, activated T-cells and bone marrow stromal cells which start 
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producing receptor activator of nuclear factor-kappaB ligand (RANKL) (Kon et al. 2001). RANKL 
is the ligand for RANK receptor in osteoclast precursor cells and its expression increases at the 
onset of inflammation in acute CF (Mabilleau et al. 2008). RANK receptor activation leads to the 
expression of nuclear transcription factor-κB (NF-κB) and subsequent osteoclast maturation and 
osteoclast activation as well as the production of osteoprotegerin (OPG) from osteoblasts (Boyle et 
al. 2003). OPG is a decoy receptor for RANKL and effectively antagonizes the effect of RANKL. 
Expression of RANKL and OPG is coordinated to regulate bone resorption and density by 
controlling the activation state of RANK on osteoclasts (Boyle et al. 2003, Boyce and Xing 2008).  
In a recent survey, preceding trauma was identified in over one third of CF cases, even in those 
patients with no history of trauma as many as 35% had had a preceding ulcer, surgery or 
osteomyelitis (Game et al. 2007). Whatever the initial trigger is, it is sufficient to induce, in certain 
susceptible patients, an excessive and persistent inflammatory reaction which eventually leads to 
increased NF-kB-receptor activation and subsequent increase in osteoclastogenesis and local 
osteopenia (Griffith et al. 1995, Baumhauer et al. 2006, Mabilleau et al. 2008).  
RANKL/RANK/OPG-pathway may also be responsible for other diabetic complications, such as 
media sclerosis of arteries (Schoppet et al. 2004, Ndip et al. 2011), arterial occlusive disease 
(Avignon et al. 2005, Anand et al. 2006), neuropathy (Jeffcoate 2005), retinopathy (Knudsen et al. 
2003), nephropathy (Knudsen et al. 2003) and osteopenia/osteoporosis (Knudsen et al. 2003, 
Galluzzi et al. 2005).   
 
2.2.3 Individual predisposition to Charcot foot 
 
Due to the rarity of CF in general diabetic population and even in patients with neuropathy, there 
must be individual or genetic factors e.g. OPG polymorphism, that constitute a small group of 
patients with diabetes at greater risk than others for CF compared with others (Pitocco et al. 2009). 
Maybe patients with diabetic neuropathy who are unable to control the intensity and length of the 
local inflammatory response and who retain the capacity to increase distal limb blood flow even 
further could be exposed to increased and continuous local expression of TNF-α and IL-1β after 
trauma (Stevens et al. 1992, Shapiro et al. 1998, Veves et al. 1998, Baker et al. 2007). This 
increased blood flow and ongoing inflammation would then lead to the expression of RANKL, 
leading to the maturation of osteoclasts and subsequent osteolysis (Hofbauer et al. 2000, Lam et al. 
2002, Boyle et al. 2003). This is supported by the increased number of proinflammatory phenotypes 
of macrophages detected in patients with acute CF when compared with diabetic control subjects 
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(Uccioli et al. 2010). Figure 1 presents the modern pathophysiological concept of the development 
of acute CF.  
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2.3 Epidemiology of Charcot foot 
 
 
2.3.1 Disorders producing Charcot neuropathic osteoarthropathy 
	  
Diabetes mellitus is today recognized as the most common cause of Charcot neuropathic 
osteoarthropathy (CN) worldwide (Frykberg and Kozak 1978). There are also several other 
disorders causing neuropathy or nerve dysfunction, which may lead to development of CN (Table 
1). Chronic alcohol consumption or exposure to other potentially toxic agents (i.e. steroids) are 
reported as risk factors for CN (Pereda et al. 1974, Vera and Nixon 1995) and in endemic areas 
leprosy and tertiary syphilis (tabes dorsalis) are still common causes of CN (Fishel et al. 1985, 
Horibe et al. 1988). Less common causes include surgery (Fishco 2001, Zgonis et al. 2007), 
amyloidosis (Shiraishi et al. 1997), Charcot-Marie-Tooth- disease (Parks and Benstead 2010), 
hereditary sensory neuropathy (Ahmed et al. 1990), multiple sclerosis (Rosenthal 1965), 
myelomeningocele (Zimmermann et al. 2007), spina bifida (Nagarkatti et al. 2000), peripheral or 
spinal nerve injury (Kopec et al. 2009) or rheumatoid arthritis (Alarcon Segovia and Ward 1965).  
 
Table 1. Diseases/disorders that can lead to the development of Charcot neuropathic 
osteoarthropathy 
 
Disease / disorder Reference(s) 
Amyloidosis (Shiraishi et al. 1997) 
Alcoholism (Vera and Nixon 1995) 
Charcot-Marie-Tooth (Parks and Benstead 2010) 
Hereditary sensory neuropathy (Ahmed et al. 1990) 
Diabetes mellitus (type 1 and type 2) (Jordan 1936) 
Leprosy (Horibe et al. 1988) 
Multiple sclerosis (Rosenthal 1965) 
Myelomeningocele (Zimmermann et al. 2007) 
Parkinson’s disease (Singh and Kelly 2009) 
Steroids (Pereda et al. 1974) 
Syphilis (Fishel et al. 1985) 
Surgery (Fishco 2001, Zgonis et al. 2007) 
Syringomyelia (Hendrikx et al. 2007) 
Spina bifida (Nagarkatti et al. 2000) 
Spinal or peripheral nerve injury (Kopec et al. 2009) 
Rheumatoid arthritis (Alarcon Segovia and Ward 1965) 
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2.3.2 Localization of Charcot neuropathic osteoarthropathy 
 
Jean-Martin Charcot’s original series included neuropathic osteoarthropathies of the large bones 
and joints, which was a typical distribution of the disease for tabetic osteoarthropathy (Charcot 
1868). Today, while CN is mainly caused by diabetes, it almost exclusively affects the small bones 
and joints of the foot and ankle (Sanders and Frykberg 1991). There are a few case reports of CN 
affecting other sites including wrist (Lambert and Close 2005, Wrobel et al. 2007), elbow (Ruette et 
al. 2007, Garg and Chaurasia 2010), knee (Bae et al. 2009, Kucera et al. 2011), hip (Viens et al. 
2010), spine (Barrey et al. 2010, David et al. 2010) and shoulder (Clayton et al. 2010).   
 
2.3.3 Incidence and prevalence of Charcot foot 
 
There are no high-quality studies on the epidemiology of CF. However, there are a few population-
based studies reporting its incidence and estimated prevalence. The incidence of newly diagnosed 
CF cases (acute and chronic CF cases combined) among all diabetic patients is 0.1-0.9% / year 
(Bailey and Root 1947, Sinha et al. 1972, Fabrin et al. 2000, Lavery et al. 2003). The prevalence of 
CF (usually chronic deformity in these studies) is 0.1-37.0% (Pogonowska et al. 1967, Sinha et al. 
1972, Cofield et al. 1983, Tawn et al. 1988, Cavanagh et al. 1994, Klenerman 1996, Smith et al. 
1997, Armstrong and Peters 2002, McIntyre et al. 2007). The reported prevalence varies 
considerably between studies due to differences in diagnostic criteria of CF and whether the study 
cohort included only patients with neuropathy or all patients with any kind of diabetes. The 
epidemiological data of these studies is summarized in Table 2. The exact prevalence of CF in 
diabetic population is still not known, mainly because most studies present patient series from 
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Table 2. Summary of epidemiological data of the Charcot foot. 
 
Reference Study population Incidence 
Bailey and Root 1947 All DM patients 0.3% / yr 
Sinha et al. 1972 All DM patients 0.9 % / yr 
Fabrin et al. 2000 All DM patients 0.1% / yr 
Lavery et al. 2003 All DM patients 0.1% / yr 
Average 0.4% / yr 
   
  Prevalence 
Pogonowska et al. 1967 Not reported 7.0% 
Sinha et al. 1972 All DM patients 0.1% 
Cofield et al. 1983 All DM patients 
DM + neuropathy 
7.5% 
29.0% 
Tawn et al. 1988 DM + neuropathy 37.0% 
Cavanagh et al. 1994 DM + neuropathy 17.0% 
Klenerman 1996 All DM patients 0.4% 
Smith et al. 1997 All DM patients 1.4% 
McIntyre et al. 2007 DM + haemodialysis 19.5% 
Average 
All DM patients 






2.3.4 Distribution of Charcot foot 
 
CF may affect all areas of the foot and ankle but the midtarsal area is the most frequent with 50-
82% of so affected (Sinha et al. 1972, Armstrong et al. 1997, Schon et al. 1998, Fabrin et al. 2000, 
Frykberg and Mendeszoon 2000, Herbst 2004). The most widely used classification system was 
developed by (Sanders and Frykberg 1991) and describes anatomical areas of bone and joint 
involvement in patients with CF. It  describes five patterns (Figure 2) of disease distribution which 
may occur independently or in combination with each other. S&F classification is described as 
follows: S&F I – forefoot, S&F II - tarsometatarsal joints, S&F III - midtarsal and 
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naviculocuneiform joints, S&F IV – ankle and subtalar joints, S&F V – calcaneus (Figure 2).  
Another classification system was developed by (Brodsky 1999). Brodsky type 1 involves the 
tarsometatarsal and naviculocuneiforme joints. Type 2 involves subtalar, talonavicular and 
calcaneocuboid joints. Type 3A involves the ankle joint and type 3B tuberosity of the calcaneus. 
Both classifications are based on the anatomical localization of the disease process and existing 
classifications do not provide prognostic value or direct treatment recommendations for CF. Table 3 
presents reported distributions of CF involvement from the recent literature according to Sanders 
and Frykberg classification.  
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Table 3. Distribution of Charcot foot involvement.  
 
Reference S&F I S&F II S&F III S&F IV-V 
Sinha et al. 1972 7% 34% 47% 12% 








Schon et al.1998 8% 59% 33% 






Frykberg 2000 10% 40% 30% 15% 
Herbst et al. 2004 3% 50% 47% 
Average 8% 69% 22% 
     
Myerson et al. 1994 N/R 73% 27% N/R 





S&F II-III average  44% 56%  
N/R, not reported; S&F, classification according to Sanders and Frykberg (1991). 
 
2.4 Diagnosis of Charcot foot 
 
 
There are no uniform diagnostic criteria or any specific diagnostic markers for CF. This lack of 
criteria means that diagnosis of CF depends primarily on recognizing typical patterns of non-
specific signs and symptoms of the disease. CF is often easily recognisable by those with a high 
index of suspicion and experience of the disease. To reach the correct CF diagnosis one should: 1. 
Identify high-risk patients, 2. Combine typical clinical features of CF with certain radiological 
findings and 3. Exclude disorders (e.g. acute gout, erysipelas, cellulitis, DVT, trauma, 
osteomyelitis) that cause clinical signs or symptoms similar to those seen in CF (Gill et al. 2004). 
This problematic diagnostic pathway often leads to significant diagnostic delays and makes it 
difficult to compare different patient series with each other. The diagnosis may be delayed for up to 
6 months or missed in as many as 25-79% of cases (Myerson et al. 1994, Marks 2001, Gill et al. 
2004, Chantelau 2005).     
2.4.1 General characteristics of patients with Charcot foot 
 
CF usually affects diabetic patients in their fifth or sixth decades of life (Sinha et al. 1972, Cofield 
et al. 1983, Armstrong et al. 1997, Fabrin et al. 2000, Petrova and Edmonds 2010). A review of 85 
cases of CF revealed that patients with type 1 diabetes are often younger (42 yrs vs. 59 years) and 
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have longer history of diabetes (19 yrs vs. 8 yrs) than patients with type 2 diabetes (Petrova et al. 
2004). Gender does not appear to be associated with the occurrence of CF (Sinha et al. 1972, 
Armstrong et al. 1997, Fabrin et al. 2000).  A slight preponderance of type 1 diabetes to type 2 has 
been reported (Fabrin et al. 2000, Petrova et al. 2004) but in other series type 2 diabetes 
predominates (Armstrong et al. 1997, Herbst et al. 2004). Many patients may recall a precipitating 
traumatic event (Foltz et al. 2004). However, it is nowadays conceded that different causes may 
trigger the local inflammatory process leading to acute CF, such as previous surgery, osteomyelitis, 
previous ulceration or infection (Rogers et al. 2011). Pain is usually absent or mild due to the 
peripheral neuropathy usually present in all CF patients (Fabrin et al. 2000). Reported bilateral 
involvement of CF has varied between 9-75% depending on the method of assessment (clinical or 
radiological) but usually acute CF presents as a unilateral condition (Clohisy and Thompson 1988, 
Griffith et al. 1995, Armstrong et al. 1997).  
 
2.4.2 Clinical features of acute Charcot foot 
 
The clinical course of CF can be divided into four different stages (stage 0-3, Table 4 and Table 5), 
all of which have their distinctive clinical and radiographical features (Eichenholtz 1966, Sella and 
Barrette 1999). CF may present as an acute or chronic disease and clinical features vary depending 
on the stage of the disease process. Often these two phases (acute and chronic) and different stages 
seem to overlap (Jeffcoate et al. 2000).   
Stage 0 (Pre-destruction). Stage 0 was not included in the original staging system of CF developed 
by Eichenholtz (1966). Sella and Barrette (1999) identified the pre-destruction phase of acute CF 
and named it stage 0. Stage 0 has the same clinical signs of acute inflammation as stage 1 but 
without any radiological abnormalities in plain radiographs.  
Stage 1 (Development/fragmentation). Acute CF (stages 0 and 1) is characterized by unilateral 
erythema, swelling and an increase in skin temperature of at least 2°C (usually 2-10°C) compared to 
the contralateral foot (Armstrong and Lavery 1997, McGill et al. 2000). Stage 1 also includes 
radiological abnormalities in x-rays (demineralization of regional bone, periarticular fragmentation 
and acute fractures or joint dislocations). 
Stage 2 (Coalescence, “transitional phase”). The erythema, swelling and temperature difference 
are decreased from stage 1. Fractures and dislocations present early healing and organization in 
plain radiographs and some new bone formation is seen.  
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Stage 3 (Reconstruction/consolidation, chronic CF). The erythema, swelling and temperature 
difference subside. Fixed or non-fixed deformities may be observed in clinical examination. 
Radiographs may reveal osseous or fibrous ankylosis, smoothing of bone edges and sometimes 
extensive destruction of the tarsal bones.  
 
 
Table 4. Staging of Charcot foot (Eichenholtz 1966, Sella and Barrette 1999). 
 
Stage Eichenholtz (1966) Sella and Barrette (1999) Modern staging 
0 - 
Swelling, erythema, and 
warmth without changes in 
plain X-ray 
MRI: bone marrow oedema 
1 Development / fragmentation 
Swelling, erythema, and 




Joint subluxation, early 
healing of fractures, 
periosteal bone formation 
 
Transitional phase 
3 Reconstruction / consolidation 
Smoothing on edges of 
bone fragments, sclerosis, 





Table 5. Stages of Charcot foot in clinical practise (Eichenholtz 1966, Johnson 1997, Sella and 
Barrette 1999). 
 
Stage Clinical signs (Johnson 1997) Radiological findings (Eichenholtz 1966, Sella 
and Barrette 1999) 
 
Acute Acute inflammation: swelling, erythema, 
and warmth.  
Temperature difference > 2°C compared to 
contralateral foot 
 
Plain X-ray: from normal to demineralization, 
periarticular fractures and joint dislocations   
MRI: significant bone marrow oedema 
Transitional Less inflammation and swelling.  
Decreased temperature difference. 
Increased stability of the fractures. 
 
Plain X-ray: joint subluxation, early healing of 
fractures, periosteal bone formation. 
MRI: diminishing bone marrow oedema 
Chronic No swelling, erythema or warmth.  
No temperature difference. 
Fixed deformities. 
Plain X-ray: smoothing on edges of bone 
fragments, sclerosis and ankylosis on plain X-ray. 
MRI: no (or minimal) bone marrow oedema. 
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2.4.3 Imaging of Charcot foot 
 
2.4.3.1 Plain radiography 
 
The staging system described by the American orthopaedic surgeon Sidney Eichenholtz 
(Eichenholtz 1966) is still a widely used classification system for sequential changes observed in 
the clinical course of CF. The Eichenholtz classification is only a radiographical classification and 
originally had no clinical correlation (symptoms and signs of inflammation). Later Johnson (1997) 
added the typical clinical features of each stage to Eichenholtz’s radiographical stages. In addition 
to the original Eichenholtz classification Sella and Barrette (1999) described stage 0, in which there 
are no radiographic changes, but clinically the inflammatory process is obvious (swelling, warmth, 
increased temperature difference). Thus, normal plain radiograph does not rule out the possibility of 
early phase of CF. Today the role of plain radiographs is mainly to detect the anatomic pattern of 
involvement at the time of initial diagnosis and later in the course of the treatment to monitor 
possible CF progression (Armstrong and Peters 2002).  
 
 
Figure 3. Lateral plain radiography of acute Charcot foot (Eichenholtz Stage I). Note the marked 
soft tissue swelling on the dorsum of the foot and extensive bone and joint destruction of the 
midfoot (S&F- classification II). 
	   29	  
2.4.3.2 Magnetic resonance imaging  
 
Magnetic resonance imaging (MRI) is increasingly used for the diagnosis of CF due to its accuracy 
in detecting early changes of CF when clinical suspicion is high and plain radiographs are still 
normal (stage 0) or when changes in plain radiographs are minimal or equivocal (Chantelau and 
Poll 2006, Chantelau et al. 2006, Tan and Teh 2007, Schlossbauer et al. 2008) (Figure 4).  
 
 
Figure 4. T2-weighted sagittal MRI image of acute (stage 0) Charcot foot. Note the significant bone 
marrow oedema (os cuboideum, lateral cuneiform and third metatarsal) with no destruction of 
bones or joints. 
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In the interpretation of MRI, a common problem is to distinguish osteomyelitis (OM) from CF. CF 
and OM are both characterized by a decrease in intensity in the marrow on T1-weighted images and 
increased signal intensity on T2-weighted images (Ledermann and Morrison 2005). Usually the 
diagnosis of CF is reached by combining MRI findings with the clinical presentation of the disease 
(Ledermann et al. 2002, Ledermann and Morrison 2005). Over 90% of OM is caused by the direct 
spread of infection from the skin, so OM often results from tissue defects, abscesses or sinus tracts 
extending from surface of the skin to the bone (Ledermann et al. 2002). Other MRI findings used to 
distinguish CF from OM include: localisation (OM: forefoot and toes; CF: midfoot), involvement of 
one or several bones (OM usually involves one bone; CF often involves multiple bones), presence 
of a deformity (uncommonly in OM; common in CF) (Ledermann and Morrison 2005, Chantelau 
and Poll 2006). From a clinical standpoint, MRI has proven an extremely useful method to detect 
subtle and early changes in CF (i.e. stage 0) before any bone and joint destruction has occurred 
(Morrison et al. 2001, Greenstein et al. 2002, Chantelau and Poll 2006). However, sometimes the 
MRI may be over-sensitive in detecting subtle and transient bone marrow changes which do not 
predict future CF development (Thorning et al. 2010). Therefore MRI findings must always be in 
accordance with the clinical picture of the disease. 
 
 
2.4.3.3 Bone scintigraphy, CT and PET-CT  
 
Bone scintigraphy is still widely used in diagnosing acute CF. There are several different bone 
scintigraphies (”bone scans”) available in which radiolabelling is used to detect increased areas of 
bone turnover (e.g. 99-technetium, 111-indium and 99m-technetium leukocyte labelled (HMPAO) 
scans) (Schauwecker et al. 1984, Keenan et al. 1989, Devillers et al. 1998, Palestro et al. 1998, 
Poirier et al. 2002). The 99-technetium and 111-indium scans are highly sensitive for the diagnosis 
of CF but not specific enough to differentiate CF from OM (Schauwecker et al. 1984, Palestro et al. 
1998). 99m-techentium leukocyte labelled (HMPAO) scan is fairly good in the diagnostics of 
diabetic foot infection with sensitivity and specificity of 88-93% and 97-98% respectively 
(Devillers et al. 1998, Poirier et al. 2002). However, diminished circulation (arterial occlusive 
disease) can result in false negative results and distinguishing soft tissue uptake from bone may be 
difficult (Palestro et al. 1998).  
Computed tomography (CT) has not traditionally been used in the diagnostics of acute CF. It 
provides better visualization of fragmentation than plain x-rays but is unable to detect subtle 
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changes in bones and joints at stage 0. Soft tissue resolution is also poor compared to MRI. It may 
be useful for planning corrective surgery but its role in diagnostics of CF is minimal. 
Positron emission tomography CT (PET-CT) is increasingly used in the diagnosis of diseases that 
increase local cellular metabolism and glucose uptake. Radiolabelled glucose (18F-FDG, 
fluorodeoxyglucose) is injected intravenously and positron emission tomography (PET) pictures are 
combined with CT images to detect areas of increased glucose uptake. The intensity of glucose 
uptake is reported as the Standard Uptake Value (SUV).  There are some preliminary reports on 
PET-CT in the diagnosis of OM and CF (Hopfner et al. 2004, Keidar et al. 2005, Pickwell et al. 
2011). CF usually presents with lower SUVs than OM but the role of PET-CT in the diagnosis of 
CF remains still unclear.  
 
2.4.4 Differential diagnosis  
 
There are several different conditions that may present with clinical signs and symptoms similar to 
those of acute CF (Table 6). 
 
Table 6. Differential diagnosis of the Charcot foot. 
 
Differential diagnosis Characteristics + diagnostic tests 
Erysipelas/cellulitis Fever, leukocytosis, frequently markedly elevated CRP 
Deep venous thrombosis History, Homans’ sign, elevated D-Dimer, doppler 
ultrasonography 
Osteomyelitis Ulceration, elevated ESR and/or CRP, lytic bone areas on 
plain X-ray, bone biopsy for bacterial culture 
Trauma History, clinical examination, radiology (x-ray, CT or MRI 
when appropriate)  
Acute gout History, clinical examination, synovial fluid (or tophus) 
analysis for monosodium urate crystals, hyperuricaemia, 
frequently elevated ESR, CRP and leukocytes 
Complex regional pain syndrome 1 
(CRPS-1) 
History of oedema, skin blood flow abnormality, or 
abnormal sweating in the region of pain since the inciting 
event. Patchy osteoporosis on plain X-ray 
Tibialis posterior tendon dysfunction / 
rupture 
Pes calcaneoplanovalgus, “too many toes” sign. Only subtle 
inflammatory changes.  
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Cellulitis/erysipelas causes red, hot and swollen foot similar to CF but is usually accompanied by 
ulcer, elevated temperature and markedly elevated infection parameters (e.g. C-reactive protein, 
CRP). CRP value in patients with acute CF remains within normal range (CRP 0-10 g/l) in almost 
50% of patients or is only slightly elevated (Jude et al. 2001, Petrova et al. 2007, Judge 2008). 
White blood cell count (WBC), CRP and erythrocyte sedimentation rate (ESR) will often be 
elevated in osteomyelitis and markedly elevated in erysipelas. However, in acute CF, WBC, CRP 
and ESR vary considerably from normal to slightly elevated, mainly due to local tissue damage. 
Deep venous thrombosis and acute gout may resemble the clinical signs of CF but are often fairly 
easily excluded by duplex vein scan and measurement of serum uric acid. Acute trauma is usually 
differentiated from acute CF by detailed history (energy of the trauma in accordance with findings) 
and radiographic investigations (plain x-rays, CT or MRI). If a neuropathic foot in a patient with 
diabetes sustains trauma or infection (or any other insult) it may trigger the development of CF and 
a proper clinical follow-up must be arranged.  
 
Figure 5. Diagnostic pathway of acute Charcot foot. 
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2.5 Management of the Charcot foot 
 
 
The rarity of CF and the lack of uniform diagnostic criteria as well as the inability to accurately 
measure the efficacy of the treatment have made it difficult to design and conduct high-quality 
studies on the management of CF. Various treatment protocols have been proposed by experts with 
no single regimen emerging as the most effective (Schon and Marks 1995, Pinzur et al 2000, Jude et 
al 2001, deSouza 2008). There are only a few randomized controlled trials (RCT) with CF and all of 
these address only the medical management of acute CF (Jude et al. 2001, Pitocco et al. 2005, Bem 
et al. 2006).  The management of CF can be divided into two phases: the management of the acute 
CF and chronic (inactive) CF.  
 
2.5.1 Management of acute Charcot foot  
 
2.5.1.1 Immobilization and off-loading  
 
Elimination of continuous stress on the affected areas of the foot is essential to stop the vicious 
circle of repeated trauma and inflammation in the early phase of acute CF. Thus, the mainstay of the 
initial management of acute CF has traditionally been total off-loading of the affected foot and a 
non-removable plaster cast until subsidence of the acute inflammation (Schon and Marks 1995, 
Armstrong et al. 1997, Johnson 1998, Pinzur et al. 2000). The cast is changed and clinical signs of 
inflammation (swelling, redness and temperature difference) are checked every two weeks. The 
casting is continued until the temperature difference between the affected and not-affected foot is 
less than 2°C and the other signs of inflammation have disappeared (transitional stage). Usually this 
takes 12-18 weeks (Armstrong et al. 1997, Jude et al. 2001). After this, partial weight-bearing may 
be started and the cast is replaced by a removable ankle-foot orthosis. Some studies report benefit 
from specialized footwear (e.g. Charcot restraint orthotic walker and patellar tendon-bearing brace) 
after cast treatment in acute CF (Morgan et al. 1993, Guse and Alvine 1997, Mehta et al. 1998). 
Orthosis and partial weightbearing are continued until the chronic stage (no temperature difference 
between feet, no erythema or abnormal swelling) is reached and custom made shoes or orthotic 
devices are prescribed. It is difficult for patients with complicated diabetes to be completely non-
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weight-bearing due to numerous co-morbidities and absolute adherence to non-weight-bearing in 
different patient series is not known. However, in two studies (Pinzur et al. 2006, de Souza 2008) 
no deleterious effects were observed of weight-bearing on the clinical outcome of acute CF. The 
ultimate goal of the treatment of acute CF is to arrest the acute process of inflammation and to 
prevent the development of permanent deformities.  
 
2.5.1.2 Medical management 
 
Radiographically evident bone resorption and detection of elevated levels of bone turnover markers 
in circulation led to the logical assumption that osteoclasts and increased bone turnover play a 
decisive role in the pathogenesis and natural clinical course of acute CF. Increased levels in markers 
of bone resorption (serum N-telopeptides of type 1 collagen, NTx and urinary pyridinoline cross-
linked carboxy-terminal telopeptide domain of type 1 collagen, 1CTP) were observed, which was 
not matched by an increase in markers indicating bone formation (carboxy-terminal propeptide of 
type 1 collagen, P1CP) (Edelson et al. 1996, Gough et al. 1997). This led to the hypothesis that 
osteoclast inhibitors could be beneficial in the management of acute CF.  
 
Bisphosphonates have been used in clinical medicine since 1968. Since then, various indications for 
their use have been introduced including osteoporosis, Paget’s disease, bone metastases, multiple 
myeloma, primary hyperparathyroidism and osteogenesis imperfecta. (Fleisch 1998) 
Bisphosphonates are pyrophosphate analogues in which the oxygen atom of the pyrophosphate 
molecule (P-O-P) is replaced by a carbon atom (P-C-P) (Green 2004). Bisphosphonates accumulate 
in the mineralized bone matrix and are released during bone resorption. First generation 
bisphosphonates (etidronate and clodronate) have non-nitrogen containing side chains and during 
bone resorption these molecules accumulate inside activated osteoclasts and are metabolized to 
cytotoxic ATP-analogues that induce osteoclast apoptosis (Selander et al. 1996, Lehenkari et al. 
2002). Nitrogen-containing bisphosphonates (e.g. zoledronic acid, alendronate, pamidronate, 
ibadronate and risedronate, i.e. second generation bisphosphonates) carry nitrogen containing side 
chains which increase their antiresorptive potency (Fleisch 1998). After internalization to 
osteoclasts, nitrogen-containing bisphosphonates inhibit farnesyl diphosphonate (FFP) synthase in 
the biosynthetic mevalonate pathway (Rogers et al. 1997, Luckman et al. 1998). As a result 
osteoclasts are not able to form the tight-sealing zone or ruffled borders required for bone 
resorption. The potency of the FFP synthase inhibition of various nitrogen-containing 
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bisphosphonates also correlates with their potency to inhibit bone resorption in vitro (Dunford et al. 
2001). The bone resorption inhibiting capacity (in vitro) of zoledronic acid is x25 and x100 that of 
alendronate and pamidronate, respectively (Green et al. 1994, Dunford et al. 2001). 
After the pilot study on the effect of pamidronate in the resolution of the acute CF by Selby et al. 
(1994), a larger randomized prospective placebo-controlled trial by Jude et al. (2001) compared the 
effect of a single infusion of 90mg of pamidronate to placebo in addition to standard foot care 
(immobilization and off-loading). Thirty-nine patients were recruited and randomized. The 
temperature difference between the affected and not-affected feet fell significantly in both groups at 
two weeks with further decrease at four weeks in the treatment group reaching statistical 
significance. Also, a significant reduction in patient’s symptom scores (pain, discomfort and 
swelling) was observed in the treatment group throughout the study period. There was also an effect 
of a single pamidronate infusion on bone turnover markers but the reduction was not long-lasting. 
Authors suggested that repeated doses of bisphosphonates might be more effective.    
Pitocco et al. (2005) randomized 20 patients to standard foot care and alendronate (70mg by mouth 
once a week for six months) therapy or standard foot care only. They measured bone turnover 
markers, local bone mineral density (local BMD), pain and temperature difference at baseline and at 
six months. A significant fall was noticed in some bone turnover markers (hydroxyprolin and 
1CTP). The local BMD increased and pain decreased significantly in the treatment group at six 
months. The reduction in the temperature difference between groups did not reach statistical 
significance. 
Anderson et al. (2004) published a retrospective study on 23 patients comparing a single 
pamidronate (60-90mg, dose depending on renal function) infusion to standard foot care (off-
loading and immobilization). They measured temperature difference reduction between feet at two 
days and two weeks and serum alkaline phosphatase (AFOS) levels at two weeks. The authors 
found that the reduction in temperature differences and the fall in AFOS were significantly more 
pronounced in the pamidronate group, suggesting a possible effect of the medication to halt the 
acute Charcot process.  
 
Calcitonin is a physiological endogenous inhibitor of bone resorption. It decreases osteoclast 
formation, osteoclast attachment and bone resorption in organ cultures and animal models (Kallio et 
al. 1972, Holtrop et al. 1974, Azria 2003). Only one randomized controlled trial of the effect of 
calcitonin on the management of acute CF has been reported (Bem et al. 2006). The randomized 
controlled trial on 32 patients investigated the effect of calcitonin (200IU daily for six months with 
calcium supplementation) in the management of acute CF. A small but statistically significant 
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difference was observed in the reduction of the temperature differences and also on the bone 
turnover markers between the groups. 
There is still no conclusive evidence to support the use of bisphosphonates or calcitonin in the 
treatment of the acute CF. However, although there are no scientific evidence of the effect of 
calcium and vitamin D supplementation in the treatment of acute CF, it might be beneficial to 
ensure the adequate supply of calcium and vitamin D during the management of acute CF. Table 7 
summarizes clinical trials in the medical management of acute Charcot foot.  
 
Table 7. Clinical trials of medical management of the acute Charcot foot. 
 






Jude et al. 2001 39 Single intravenous 
infusion of 90mg 
of pamidronate vs. 
placebo (RCT, 
double-blind)  
Standard foot care 
in both groups 
F/M: 13/26 
Mean age 56 yrs 
DM type 1/2: 13/26 











At 4 weeks, a significantly 
greater reduction in the 
temperature difference in 
the treatment group 
A significant reduction in 
symptom score in the 
treatment group over the 
whole 12 months of 
treatment 
Pitocco et al 
2005 
20 70mg of 
alendronate / week 
per os + standard 
foot care vs.  
standard foot care 
(RCT) 






Significant reduction in 
bone resorption markers 
and pain at 6 months in the 
treatment group 
Foot BMD increased in 
the treatment group  
Anderson et al. 
2004 
23 Single infusion of 
60-90 mg of 
pamidronate and 
standard foot care 








Significant reduction in 
temperature difference in 
the treatment group at 2 
days and 2 weeks 
Significant reduction in 
AFOS at 2 weeks in the 
treatment group 
Bem et al. 2006 32 200 IU calcitonin, 







Standard foot care 
in both groups 
F/M: 21/11 
Mean age 54 yrs 









reduction in bone turnover 
markers in the first 3 
months in the treatment 
group 
 
No significant difference 
in the reduction in 
temperature difference 
between groups 
RCT, randomized controlled trial; BMD, bone mineral density; AFOS, alkaline phosphatase; N/R, 
not reported 
 
	   37	  
2.5.1.3 Surgical management of acute Charcot foot.  
 
Surgical management of CF is primarily based on small, uncontrolled retrospective case series and 
expert opinions. Surgical site infections around the foot and ankle in patients with diabetes are more 
common than in patients without diabetes (Wukich et al. 2010, Wukich et al. 2011a). It seems that it 
is peripheral neuropathy that is most strongly associated with postoperative infectious 
complications and patients with complicated diabetes with peripheral neuropathy are six times more 
likely to experience a postoperative complication compared to non-neuropathic diabetic patients 
(Armstrong et al. 1996, Wukich et al. 2010).  
In patients presenting with acute CF with no apparent foot deformity (stage 0), conservative 
management is the mainstay of the treatment (Chantelau 2005, Wukich et al. 2011b). Surgery has 
generally been avoided during the acute inflammatory stage of CF due to the potentially increased 
risk of wound infection or mechanical failure of the fixation in the acute stage of the disease 
(Trepman et al. 2005, Pinzur 2007b).  
Reconstructive surgery of an acute CF may be considered if the deformity or instability cannot be 
effectively controlled or accommodated by immobilization and off-loading (Sella and Barrette 
1999, Pinzur 2004, Trepman et al. 2005). Patients with unstable foot or ankle deformities at the 
acute stage of the disease process comprise this ”high risk” sub-group of acute CF patients. 
Unstable hind- or midfoot deformities may be difficult to accommodate with casts or orthoses and 
these patients carry a markedly increased future risk for development of plantar foot ulcerations and 
subsequent amputation (Saltzman et al. 2005). In these patients early realignment surgery may be 
indicated and acceptable complication rates have recently been reported in such cases (Simon et al. 
2000, Mittlmeier et al. 2010).  
The ultimate goal of early realignment surgery is to restore a stable, plantigrade foot with ulcer 
healing and elimination of infection. Different techniques of realignment and osseous fixation have 
been proposed with no single method emerging as the most effective (Farber et al. 2002, Fabrin et 
al. 2007, Pinzur 2007a, Pinzur and Sostak 2007, Wukich et al. 2008, Assal and Stern 2009, 
Mittlmeier et al. 2010). Due to the poor bone quality in acute CF most authors agree that a 
postoperatively extended period of non-weightbearing is necessary to ensure bone healing (Simon 
et al. 2000, Pinzur 2007b, Mittlmeier et al. 2010). It should be noted that even after a successful 
surgical reconstruction of CF, accommodative footwear will be necessary as loading of the sole of 
the foot is still likely to be abnormal. There is some preliminary data on electrical bone stimulation 
as an adjuvant therapy after surgical reconstruction to promote healing of arthrodeses (Strauss and 
Gonya 1998, Petrisor and Lau 2005, Hockenbury et al. 2007). 
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2.5.2 Management of chronic Charcot foot 
 
2.5.2.1 Accommodative footwear 
 
The goals of the management of chronic CF are to eliminate areas of increased plantar pressures 
with prescription shoes, boots or braces, preserve the integrity of the skin with continuous foot care 
and provide a stable and plantigrade foot with surgery if necessary. Most patients need adaptation 
of footwear to accommodate their deformity in addition to custom-made insoles and regular 
renewal of the footwear.  
The time required to reach the chronic stage of CF has been reported to be 3-12 months from the 
initial application of total contact cast (Armstrong et al. 1997, Fabrin et al. 2000, Saltzman et al. 
2005, de Souza 2008, Petrova and Edmonds 2010). Presence of chronic Charcot deformity is the 
most important risk factor for ulcerations and increases the relative risk of foot ulceration 3.5-fold 
(Boyko et al. 1999). Fabrin et al. (2000) reported an ulceration incidence of 37% after a median of 
three years of follow-up and Saltzman et al. (2005) reported the incidence of 47% after a median of 
3.8 years of follow-up in patients with CF. Prevention of subsequent ulcerations in the deformed CF 
is challenging and requires continuous monitoring of multiple risk factors (Boyko et al. 1999). 
 
2.5.2.2 Reconstructive surgery 
 
Indications for reconstructive surgery in a chronic CF are the correction of fixed deformities 
causing recurrent ulcerations and fixation of marked instability not amenable to custom made shoes, 
orthosis or walkers (Schon et al. 1998). Pinzur (2004) reported that 60% of midfoot CF cases were 
successfully managed by conservative means and 40% required some surgical procedure at a 
minimum of 1-year follow-up in accordance with an earlier study by Schon et al. (1998), where 
one-third of midfoot CF patients needed surgery.  
In a consecutive series of 127 initially conservatively managed acute CF cases, Saltzman et al. 
(2005) found that patients with open ulcers at presentation or patients with recurrent ulcerations 
were more likely to need transtibial amputation with an annual risk for amputation of 2.7% during 
median follow-up of 3.8 years. Forty-nine percent of patients developed recurrent ulcers and 
recurrence was more common in patients with more severe deformities and with those who needed 
orthoses to accommodate the unstable or deformed foot.  
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Different techniques for the correction of deformities have been described including: exostectomy 
(Brodsky and Rouse 1993, Rosenblum et al. 1997, Laurinaviciene et al. 2008), arthrodeses (Papa et 
al. 1993, Stone and Daniels 2000, Mittlmeier et al. 2010) and Achilles tendon lengthening (Hastings 
et al. 2000, Holstein et al. 2004, Maluf et al. 2004). Exostectomy is a simple procedure in which the 
most prominent area of bony prominence is cut away with no attempt to correct the deformity. It is 
a fast procedure with a low complication rate and at the midfoot area it yields acceptable results in 
terms of prevention of future ulcerations (Brodsky and Rouse 1993, Pinzur 2004, Laurinaviciene et 
al. 2008).  
If the overlying deformity is severe enough and simple exostectomy will not suffice, a combination 
of arthrodeses with osteotomies is needed to correct the deformity. There are numerous different 
techniques to achieve fixation after deformity correction including screws, conventional plates, 
locked plates, bolts, intramedullary devices and external fixators (Farber et al. 2002, Dalla Paola et 
al. 2007, Fabrin et al. 2007, Pinzur 2007a, Assal and Stern 2009, Sammarco 2009). The choice of 
implant(s) is often based on surgeon’s preferences and currently there is insufficient scientific 
evidence to recommend one technique over the other as long as the soft tissue envelope around the 
foot is handled appropriately (Pinzur 2004, Sammarco 2009). There are no conclusive long-term 
data on the effect of reconstructive surgery on ulcer prevention, limb preservation or quality of life 
in the patients with chronic CF (Pinzur and Evans 2003, Dhawan et al. 2005). 
 
 
Figure 6. Reconstruction of the chronic midfoot Charcot foot with realignment of the midfoot, 
Achilles tendon lengthening and fixation with 3.5mm reconstruction plate with locking screws and 
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2.6 Bone mineral density in diabetes and in patients with Charcot foot 
 
 
It was demonstrated more than 50 years ago that diabetes is associated with decreased bone mass 
(Albright and Reidfenstein 1948). Since then a number of research groups have assessed the 
association of type 1 and type 2 diabetes with reduced bone mineral density (BMD) (Kayath et al. 
1994, Krakauer et al. 1995, Hampson et al. 1998, Miazgowski and Czekalski 1998, Christensen and 
Svendsen 1999, Kao et al. 2003, Schwartz 2003, Thrailkill et al. 2005). The majority of recent 
studies confirm that there appears to be certain differences between the mechanisms responsible for 
the development of bone loss and the magnitude of bone loss observed in type 1 and type 2 diabetes 
(Tuominen et al. 1999, Hofbauer et al. 2007). Local osteolysis and osteopenia play a central role 
during the acute stage of CF, but it is not known whether it is responsible or a prerequisite for the 
development of acute CF or merely just a consequence of it.  
 
2.6.1 Bone mineral density and diabetes 
 
The association of type 1 diabetes and decreased BMD has been confirmed in several studies and 
the pathophysiological mechanisms are considered to be multifactorial (Hofbauer et al. 2007, 
Vestergaard 2007). The reduced peak bone mass detected shortly after the onset of type 1 diabetes 
in adolescents has led to a hypothesis that insulin and insulin-like growth factor-1 (IGF-1) have an 
important role in the development of bones during childhood growth (Bouillon et al. 1995, Moyer-
Mileur et al. 2004, Thrailkill et al. 2005). Insulin and IGF-1 continue to have an anabolic effect on 
bones, also in adults (Thrailkill et al. 2005). Administration of exogenous insulin normalizes insulin 
receptor expression but IGF-1 receptor expression is only partially recovered indicating that 
patients with type 1 diabetes may have a continuous deficiency of IGF-1’s anabolic effect on bone 
(Einhorn et al. 1988, Maor and Karnieli 1999). Campos Pastor et al. (2000) detected a positive 
effect of ”intensive insulin therapy” on bone metabolism in patients with type 1 diabetes.  
There is also a mounting body of evidence that complications of diabetes (micro-and 
macroangiopathy, retinopathy, nephropathy and neuropathy) may decrease BMD in type 1 diabetes 
(Wientroub et al. 1980, Lunt et al. 1998, Rix et al. 1999, Campos Pastor et al. 2000, Rigalleau et al. 
2007). The role of amylin (osteotrophic amino acid secreted by pancreatic β-cells) and other 
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pancreatic and enteric hormones in the decrease of BMD in patients with type 1 diabetes remains 
yet to be determined (Horcajada-Molteni et al. 2001, Clowes et al. 2005). 
While low BMD is consistently reported in studies concerning type 1 diabetes, the relationship is 
less clear in type 2 diabetes, with studies showing unchanged or slightly increased BMD in type 2 
diabetes (Hofbauer et al. 2007). Most of the studies reporting increased BMD involve only 
postmenopausal women (Barrett-Connor and Holbrook 1992, Christensen and Svendsen 1999, Kao 
et al. 2003, Dennison et al. 2004, Strotmeyer et al. 2004, Schwartz et al. 2005). Patients with type 2 
diabetes are often overweight and some studies report that obesity protects against bone loss in type 
2 diabetes (Wakasugi et al. 1993, Bridges et al. 2005). This may be associated with increased 
mechanical loading due to obesity and altered levels of cytokines (leptin, adiponectin and resistin) 
secreted by adipose tissue (Lenchik et al. 2003). In contrast to patients with type 1 diabetes with 
deficiency of endogenous insulin (and amylin), patients with type 2 diabetes have peripheral insulin 
resistance with variable degree of hyperinsulinemia due to the hyperglycaemia. Hyperglycaemia 
may adversely effect bone mass by leading to nonenzymatic glycosylation of various bone proteins 
which may impair bone quality (Vashishth et al. 2001), causing hypercalciuria (caused by 
glucosuria) and impairing parathyroid hormone and vitamin D response to hypocalcemia (Okazaki 
et al. 1997, D'Erasmo et al. 1999). However, the adverse effects of hyperglycaemia on the skeleton 
are thought to be counteracted by the positive effects of obesity on bone mass.  
 
2.6.2 Bone mineral density in patients with Charcot foot 
 
There are only few studies investigating BMD in patients with acute or chronic CF. The 
appendicular (lumbar spine and hips) BMD of patients with acute or chronic CF has been reported 
in three trials (Young et al. 1995, Jirkovska et al. 2001, Christensen et al. 2010). In these studies the 
BMD of CF patients was compared to that of diabetic patients with neuropathy and the CF-affected 
side hip BMD was compared with to the non-affected side. The BMD of the lumbar spine in 
patients with CF has been reported to be similar to that of control population and T-scores are 
usually within normal limits (Young et al. 1995, Jirkovska et al. 2001, Christensen et al. 2010). The 
BMD of the hip is reported to be lower in patients with acute CF compared to control patients with 
diabetes and neuropathy (Young et al. 1995, Jirkovska et al. 2001), although Christensen et al. 
(2010) did not find any difference between acute or chronic CF patients and control population. 
Reduced BMD of the hip in the CF-affected side was reported by Young et al. (1995). 
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Calcaneal BMD (measured by quantitative ultrasound, QUS) is used to assess the local BMD in CF 
(Jirkovska et al. 2001, Petrova et al. 2005, Sinacore et al. 2008, Christensen et al. 2010, Petrova and 
Edmonds 2010). Most of the studies are cross-sectional studies and show a significant reduction of 
the calcaneal BMD on the CF-affected side compared to the non-affected side (Jirkovska et al. 
2001, Petrova et al. 2005), but Christensen et al. (2010) observed no difference between the BMD 
of the affected and non-affected side. Petrova and Edmonds (2010) measured calcaneal BMD at 
presentation, after three months and at the time of clinical resolution. The BMD of the affected side 
CF was significantly reduced compared with the non-affected side CF at all measurements in 
patients with type 1 and type 2 diabetes. There was no change in the BMD of the non-affected side 
during the study period. Studies on BMD in Charcot foot are presented in Table 8.   
 




Site and method of 
BMD measurements 
Lumbar spine and 
proximal femur BMD 
Calcaneal BMD  
     
Young et al. 1995 17 Lumbar spine and 
proximal femur, DEXA 
LS: no difference 
PF: affected side 
decreased BMD 
N/R 
Jirkovska et al. 2001 16 Calcaneus, QUS 
Lumbar spine and 
proximal femur, DEXA 
LS: no difference 
PF: increased frequency 
of osteoporotic BMD in 
CF patients  
Affected foot 
decreased BMD 
Petrova et al. 2005 35 Calcaneus, QUS N/R Type 1 DM: 
decreased BMD in 
affected and non-
affected foot 
Type 2 DM: 
decreased BMD in 
affected foot 
Sinacore et al. 2008 32 Calcaneus, QUS N/R Affected foot < non-
affected foot < 
healthy control 
patients 




Christensen et al. 2010 24 Calcaneus, lumbar 
spine and proximal 
femur, DEXA 
LS: no difference 
PF: no difference 
Calcaneal BMD 
lower in patients with 
chronic CF  
DEXA, dual X-ray absorptiometry; QUS, quantitative ultrasound; BMD, bone mineral density; LS, 
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2.7 Long-term outcome of Charcot foot 
	  
 
There are only a few studies reporting long-term consequences (major amputation, mortality and 
quality of life) of CF with a significant follow-up time.  
Major amputations (above ankle joint). Saltzman et al. (2005) presented an annual risk of 2.7% 
for major amputation after the development of CF (median follow-up 3.8 years), whereas Fabrin et 
al. (2000) reported a 1.7% rate for major amputation after a median of 4 years (minimum follow-up 
6 months). Pinzur et al. (1993) followed 47 patients for an average of 3.6 years with no major 
amputations performed during follow-up, but later Pinzur (1999) reported a 9% major amputation 
rate (21 amputations for 237 patients) during a ten-year period.  
Mortality. Two earlier studies describe a very low mortality rate after diagnosis of CF. Armstrong 
et al. (1997) reported no deaths in 55 patients followed up for 1.8 years and Fabrin et al. (2000) 
published two deaths in 115 patients (1.7%) followed for 4 years. On the contrary, three recent 
reports from the U.K. and U.S. showed a markedly incresed mortality risk for patients with CF. 
Gazis et al. (2004) found that 44.7% of patients with CF died after an average follow-up of 3.7 
years. Sohn et al. (2009) suggested that CF was associated with a significantly increased mortality 
risk (28% mortality rate in 5-year follow-up) independent of neuropathic foot ulcers and other 
comorbidities. van Baal et al. (2010) reported a median survival of 8 years in patients with acute CF 
and life expectancy of these patients was reduced by 14 years (when compared with normative U.K. 
population data).  
Quality of life. Pinzur and Evans (2003) investigated the effect of CF on individuals’ general health 
and health-related quality of life in 18 CF patients. The general health was rated fair or poor and all 
component scores of SF-36 were inferior compared with population controls.    
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The aim of the present study was to investigate the effects of zoledronic acid in the management of 
acute Charcot foot. In addition, the long-term consequences of chronic Charcot foot were 
determined and a comprehensive analysis conducted on a historical patient series. The specific aims 
of this study were the following: 
 
 
I  To describe patient demographics and management details of a historical patient series 
with Charcot foot.  
 
II To investigate the clinical efficacy of zoledronic acid on the clinical resolution of the 
acute Charcot foot. 
 
III To assess bone mineral density in patients with acute Charcot foot and to investigate 
the effect of zoledronic acid on bone mineral density changes during the management 
of acute Charcot foot.  
 
IV To evaluate the long-term functional and clinical outcome and the quality of life of 
patients with chronic Charcot foot 
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4.1 Study population and study design 
	  
Table 9 presents the study population in studies I-IV. 
 
Table 9. Study population in Studies I-IV. 
Study Number of 
patients (feet) 
Male / female Data collection Type 1 / Type 2 DM Follow-up 
I 32 (36) 22/10 1994-2000 13/19 21 (1-81) months 
II 35 29/6 2002-2007 13/22 52 months 
IV 35 29/6 2002-2007 13/22 6 months 
III 41 (42) 12/17* 1991-2002 12/17 8 (5-16) years 
* 12 patients deceased 
 
4.1.1 Patient cohort for determining demographics and management details of a 
historical patient series of Charcot foot (Study I) 
 
From 1 May 1994 to 31 October 2000 a total of 36 cases (32 patients) of CF were diagnosed at the 
Departments of Surgery and Internal Medicine at Tampere University Hospital. Manual list of all 
these patients were maintained throughout the study period and study data was obtained from 
patient records and radiographs for this descriptive retrospective study. Demographic data was 
recorded at the time of the initial diagnosis of CF. The type (WHO 1999) and duration of diabetes, 
presence of neuropathy (insensitivity to 5.07 Semmes-Weinstein monofilament and vibratory 
stimulus (128Hz), retinopathy and nephropathy (defined as albumin levels > 30 µg/minute in an 
overnight urine sample) and HbA1c percentage of glycosylated haemoglobin values were also 
recorded. Disease-specific data were collected: the presence or absence of instigating trauma and 
temperature differences between the feet at the time of the diagnosis. The duration of symptoms 
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prior to diagnosis was evaluated likewise diagnostic delay and possible preceding erroneous 
diagnoses were assessed. Radiological findings were classified according to Eichenholtz (1966) and 
with clinical findings the stage of the disease process was determined as dissolution (acute, stage 1), 
coalescence (transitional, stage 2) or resolution (chronic, stage 3). The involvement of hindfoot, 
midfoot or forefoot distribution of CF was classified according to Sanders and Frykberg (1991). 
Weight-bearing radiographs and MRI were analysed.  The treatment regimen was recorded: 
duration of casting and use of any kind of orthoses, duration of non-weightbearing and partial 
weightbearing, need for custom-made insoles and possible bisphosphonate medication. All surgical 
procedures were recorded, indication, type, timing, complications and outcome of each procedure 
included.  
 
4.1.2 Prospective cohort of patients with acute Charcot foot: a prospective 
randomized study of management with zoledronic acid or placebo (Studies II-III) 
 
The study was primarily designed to ascertain whether three infusions (administered at one month 
intervals) of 4mg zoledronic acid (Zometa™) could accelerate the clinical resolution of the acute 
CF process. The study was carried out at the Department of Internal Medicine in Tampere 
University Hospital. The local ethics committee approved the protocol developed by the 
investigators. The trial was conducted in accordance with the Declaration of Helsinki and all 
patients gave their written informed consent prior to the initiation of treatment. Patients were 
assessed at baseline, at 2 to 4-week intervals for the first 3 months and at 6, 9 and 12 months 
thereafter.  
Patients were recruited from the Internal Medicine Diabetic Foot Clinic between April 2002 and 
October 2007. All patients with acute midfoot CF (S&F classification II and III) were asked to 
participate and were given written information concerning the study. Patients with severe renal 
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Figure 7. Study design for Studies II and III. 
 
 
The diagnosis of CF was made on the basis of clinical examination, radiological findings and 
laboratory tests. The clinical criteria included the presence of a warm, swollen foot with erythema 
over the warmest area of the foot.  Temperature was measured from both feet using an infrared 
thermometer at the site of the maximum deformity or erythema and from three standard sites (foot 
sole, dorsum of the foot and anterior to the ankle joint). An increase of 2˚C or more compared to the 
same site on the contralateral foot was taken to indicate active CF. Measurements were performed 
at a minimum of 30 minutes of stabilization (supine) after removal of socks, shoes, casts or 
orthoses. All patients with suspicion of CF by clinical findings had plain radiographs and MRI of 
the affected foot within 2 weeks after initial assessment. From plain X-rays collapse of bony 
architecture, osteolysis and bone fragmentation were analysed. The main MRI criteria for Charcot 
neuroarthropathy were periarticular focal bone marrow oedema, absent sinus tracts and soft-tissue 
fluid collections and preservation of periarticular subcutaneous fat (Tan and Teh 2007). Peripheral 
neuropathy was ascertained by insensitivity to 5.07 Semmes-Weinstein monofilament and vibratory 
stimulus (128Hz). Nephropathy was defined as nightly urine albumin excretion of  >30µg/minute.  
Patients were randomly assigned treatment with three infusions of zoledronic acid (Zometa™ 4mg 
in 50ml of physiological saline) or placebo (physiological saline) administered at one month 
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intervals. Investigators, physicians and nurses and all patients were blinded to the randomization. 
Zoledronic acid and placebo infusions were prepared by the hospital pharmacy. The computer-
generated randomization list was provided in advance to the study pharmacist and was followed 
throughout the study. Infusions were made and delivered by the study pharmacist on the morning of 
the infusion.  All adverse effects related to infusions were registered.  
 
Patients were initially treated conservatively with a non-weight-bearing below the knee cast. The 
casting with non-weight-bearing was continued until the clinical signs of active Charcot process 
(absence of swelling, erythema and temperature difference > 2˚C) subsided. When the skin 
temperature difference between the feet was 1-2˚C and no other clinical signs of an active Charcot 
process (swelling or erythema) were present, partial weightbearing was allowed and a fixed ankle-
foot orthosis applied. The temperature differences and clinical signs of re-activation of the Charcot 
process were evaluated at 2-4 week intervals in the outpatient clinic until the resolution stage (skin 
temperature differences between feet less than 1˚C during the last 30-day period and no evidence of 
marked erythema or oedema) was reached. At this point immobilization was discontinued and full 
weightbearing was allowed when prescribed accommodative shoe wear (total contact insoles or 
custom made shoes with rocker soles) was available.  
 
BMD was measured by dual energy x-ray absorptiometry (DEXA, GE Lunar Prodigy, GE, 
Madison, WI, USA using software version enCORE 10.51.006). The lumbar spine and both hips 
(femoral neck, trochanter and total hip BMD) were scanned at baseline and at six months after the 
initiation of the treatment. The absolute bone mineral density values (g/cm2), T-scores and Z-scores 
were registered. The WHO definitions of osteopenia (-2.5 < T-score < -1.0) and osteoporosis (T-
score < -2.5) were used (WHO-Study-Group 1994). The Z-score was calculated according to a 
normal reference (incorporated in the scanner) for age, weight, sex and ethnic matched material. 
Our DEXA scanner's predetermined precision error for longitudinal measurements was 0.009 
g/cm2. All patients (n=35) completed two DEXA measurements and were included in the analysis.  
The aim of Study II was to investigate the effect of zoledronic acid on the clinical resolution of 
Charcot foot as determined by total immobilization time (casting + orthosis). The aims of Study III 
were to assess the effect of immobilization and off-loading on BMD in patients with acute CF and 
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Figure 8. Flowchart of the patients in the study (Studies II-III). 
 
 
4.1.3 Patient cohort and outcome measures for evaluating the long-term outcome of 
Charcot foot (Study IV) 
 
Forty-one patients diagnosed with CF were identified at the Departments of Surgery and Internal 
Medicine in Tampere University Hospital before 31 December 2001 and constitute the study 
population for this cross-sectional descriptive study. This study was carried out in autumn 2007 and 
analysed data on patients with at least 5 years of follow-up. The study population of this study 
(Study IV) included all patients in Study I and additionally 9 patients diagnosed between 1 
November 2000 and 31 December 2001. Patients were re-examined in a study focused follow-up 
visit in autumn 2007. The medical records of the patients were examined for all data related to the 
study (especially history of previous surgery or ulcerations). A thorough physical examination was 
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carried out and patients’ ambulatory status was evaluated. Each patient completed the American 
Orthopaedic Foot and Ankle Society (AOFAS) ankle and hindfoot scores (Kitaoka et al. 1994) and 
patients independently completed the Short-Form Health Survey (Hays and Morales 2001). The 
Finnish version of the SF-36 for general and chronically ill Finnish population has been validated 
and is an accepted method for assessing physical and mental health as perceived by the individual 
(Aalto et al. 1999). The physical functioning component measures the individuals’ capacity to 
perform the activities of daily living. The role-physical component measures the magnitude of 
disruption in the individuals’ work or daily activities due to their disease. It also measures pain, 
vitality, general health, social functioning, and emotional and mental health. 
The main outcome measures for this study were the following: functional outcome determined by 
AOFAS, clinical outcome determined by number of preceding ulcerations and surgical procedures 
and health-related quality of life determined by SF-36. 
 
4.2 Statistical analysis (Studies I-IV) 
 
 
Study I and Study IV. Continuous and normally distributed variables were analysed with Student’s 
t-test and continuous variables without normal distribution with Mann-Whitney U-test. Pearson’s 
chi-square test was used to compare discrete variables. Alpha level for all analyses was set at 0.05.  
Study II. Prior to the study, a power calculation for the total sample size was calculated as the 
number of patients needed to detect a 25% difference in the total immobilization (cast + orthosis) 
time with a significance level of 0.05 and a power of 80% (n = 22 patients in each group). The 
results from Study I were used to determine expected average immobilization time and calculate the 
difference of 25%. Continuous variables are expressed as means with 95% confidence intervals 
unless otherwise stated; score variables are expressed as median and range. Between-group 
comparisons of continuous variables at each time point were analysed with Mann-Whitney U test, 
and within-group comparisons between baseline values were made by Wilcoxon signed-rank test. 
Categorical data were analysed with chi-square test and Fisher’s exact test as appropriate. All tests 
were two-tailed and the critical value was 0.05.  
Study III. Continuous variables are expressed as means with 95% confidence intervals unless 
otherwise stated; score variables are expressed as mean and standard deviation. Between-group 
comparisons of continuous variables at each time point were analysed with Student’s t-test, and 
within-group comparisons between baseline and follow-up values were made with Wilcoxon 
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signed-rank test. Categorical data were analysed with chi-square test and Fisher’s exact test as 
appropriate. All tests were two-tailed and the critical value 0.05. All data was analysed with SPSS 
11.0 software (SPSS Inc., Chicago, IL, USA). 
 





5.1 Demographic data and management details of a historical patient series 
(Study I) 
 
Of the 32 patients (with 4 bilateral cases, total of 36 feet), 13 (41%) had type 1 diabetes. Twenty-
eight patients (88%) required insulin to control their diabetes, whereas 4 (12%) were managed with 
oral medication. The average duration of type 1 diabetes was 28 years (range 8-58 years) and of 
type 2 diabetes 14 years (range 1-28 years). The mean body mass index for male and female 
patients was 32.9 ± 5.5 kg/m2 and 34.3 ± 8.5 kg/m2 respectively. The average of glycosylated 
haemoglobin (HbA1c) for the whole study group was 9.4%. In 8/36 (22%) cases a triggering 
traumatic event could be identified and 29 feet (81%) were diagnosed in the dissolution, two in the 
coalescence, and five in the resolution stage. Midfoot was involved in 31 cases, forefoot in five 
cases, talocrural joint in three and calcaneus in one. In four cases (11%) more than one area was 
involved (midfoot together with forefoot or talocrural joint).  
In 22 cases (61%), the correct diagnosis was made either by a referring physician or at the initial 
visit to our institution. The average delay from the first symptoms to the right diagnosis was 29 
weeks (range 1-164). Preceding false diagnoses were erysipelas (n=10), deep venous thrombosis 
(n=5), gout (n=4), osteoarthrosis / arthritis (n=5), fracture (n=2) and unspecific inflammation, 
osteomyelitis and tumor (n=4).  At the initial visit total non-weightbearing and cast or orthosis was 
prescribed in 16 cases (44%), total non-weightbearing without immobilization in only two (6%) 
stage 3 cases and 18 cases (50%) were not assigned for treatment (Table 10).  
 
Table 10. The prescribed management at the initial presentation. 
 
Stage  
(Eichenholtz 1966) No treatment 
Cast or orthosis + total non-
weightbearing Total non-weightbearing 
Stage 1 (n = 29) 15 11 cast + 3 orthosis 0 
Stage 2 (n = 2) 0 2 cast 0 
Stage 3 (n = 5) 3 0 2 
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At some stage in the treatment 21 cases had a cast with average of 11 weeks (range 4-37). Half  
(n=18) of the cases had orthosis at some phase of their treatment, average duration 10 weeks (range 
3-19). At some point in the treatment 18 patients (50%) received bisphosphonate treatment 
(pamidronate 30-60 mg infusions once a week for six weeks). 
 
A total of 14 surgical procedures were performed on 10 patients (31%) during an average follow-up 
time of 21 months (range 1.5-72 months). Two operations were carried out during the acute, one in 
the transitional and eleven operations in the chronic stage of the disease process (Table 11).  
 
Table 11. Data on 10 surgically managed patients. 
Patient Sex, age Indication and stage Intervention Postoperative course 
1 M, 50 Recurrent ulcerations, 3 Exostectomy Uneventful 
2 M, 70 Recurrent ulcerations, 3 Exostectomy 
Superficial wound 
infection managed 
with antibiotics and 
local wound care 
3 M, 57 Talonavicular destruction, 2 Arthrodesis Uneventful 
4 F, 58 Recurrent ulcerations, 3 Exostectomy Uneventful 
5 M, 63 
Talocrural 




6 F, 44 
1. Gross instability, 1 
 
2.-3. Recur. ulcers, 3 
1. Triple arthrodesis 
2.-3  Exostectomy x 
2 





7 M, 50 Talocrural destruction,  3 
Tibiotalocalcaneal 
arthrodesis Uneventful 
8 M, 41 Recurrent ulcerations, 3 Exostectomy 
Superficial wound 
infection managed 
with antibiotics and 
local wound care 
9 F, 51 





3. Gross instability, 3 












10 F, 53 TMT I-II dislocation, 3 
TMT II-IV and NC- 
arthrodesis Uneventful 
 
After six exostectomies two (33%) postoperative wound infections were noted and successfully 
treated with oral antibiotics. All the exostectomies were performed on feet with healed ulcerations. 
A total of six arthrodeses (4 midfoot, one tibiocalcaneal and one triple arthrodesis) were performed 
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and radiological fusion was achieved in four cases. Two postoperative superficial infections 
(infection rate 33%) were recorded in the arthrodesis group. Immobilization and protective 
weightbearing after arthrodesis was 12 weeks in five cases and 16 weeks in one case. Two below-
knee amputations were performed after a failed arthrodesis and gross instability. One patient 
(patient 7) with unstable ankle joint was successfully treated with ankle fusion. 
 
Eight of the 18 (44%) patients who were not appropriately immobilized and off-loaded at the initial 
presentation underwent surgical treatment compared with 2/18 (11%) patients appropriately treated 
(p = 0.03).  
 
5.2 Efficacy of zoledronic acid on the clinical resolution of acute midfoot 
Charcot foot (Study II). 
 
At baseline there was no significant difference between study groups (Table 12). In the zoledronic 
acid group (Group Z) the median for total immobilization time was 27 weeks (range 10-62 weeks) 
and for the placebo group (Group P) 20 weeks (range 10-52 weeks) (p=0.02). Feet in Group Z were 
immobilized in a cast for a median of 15 weeks (range 0-28 weeks) and in Group P for 12 weeks 
(range 0-20 weeks) (p=0.13). Duration of immobilization in orthosis was 15 weeks (7-40 weeks) in 
Group Z and 10 weeks (range 4-32 weeks) in Group P (p=0.05). Total weightbearing with total 
contact insoles or custom made shoes with rocker soles was permitted after a median of 28 weeks 
(10-64 weeks) in Group Z and 24 weeks  (14-52 weeks) in group P (p=0.13). One relapse of CF 
was diagnosed in each group during the 12-month follow-up period. There was no difference in the 
median for total immobilization time between randomization groups in patients with type 1 diabetes 
(Group Z: 28 weeks (range 10-62 weeks), Group P: 22 weeks (range 18-40 weeks), p=0.36). In 
patients with type 2 diabetes management with zoledronic acid led to a significantly longer total 
immobilization time compared with placebo group (Group Z: 27 weeks (range 12-60 weeks), Group 
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Age (years) 53.8 ± 9.1 56.0 ± 9.2 0.40 § 
Sex (F/M)  5/13  1/16 0.18 ¶ 
Type 1 / Type 2 diabetes (n)  8/10  5/12  0.49 ¶ 
Duration of diabetes (years) 17.3 ± 14.0 16.9 ± 12.4 0.96 § 
    
Neuropathy (n) 17 15 0.60 ¶ 
Retinopathy (n) 9 9 1.00 ¶ 
Nephropathy (n) 15 9 0.08 ¶ 
Body Mass Index (kg/m²) 29.0 ± 6.4 28.4 ± 6.1 0.94 § 
C-reactive protein (mg/l) 12.7 ± 22.1 3.6 ± 4.1 0.07 § 
Alkaline phosphatase (U/l) * 156 ± 90 175 ± 153 0.87 § 
Ionized calcium (plasma) 
(mmol/l) 1.26 ± 0.04 1.25 ± 0.05 0.87 § 
Phosphate (plasma) (mmol/l) 1.07 ± 0.17 1.04 ± 0.21 0.61 § 
HbA1c (%) 8.2 ± 1.4 7.9 ± 1.6 0.64 § 
Charcot foot involvement site     
Tarsometatarsal and/or naviculo- 
cuneiforme joints 14 15 
0.66 ¶ 
Talonavicular and/or calcaneo-
cuboideal joints 4 2 
 
Diagnostic delay (months) 2.5 ± 1.9 2.6 ± 2.0 0.99§ 
Abnormal foot architecture (n) † 11 7 0.32 ¶ 
Plantar ulceration (n) 2 1 1.00 ¶ 
Foot temperature difference (°C) 3.3 ± 1.6 3.2 ± 2.1 0.53 § 
Distal pedal pulses present ‡ 17 17 1.00 ¶ 
Data is mean ± SD unless otherwise indicated. * One patient in the zoledronic acid group excluded due to a primary 
biliary cirrhosis (S-ALP 1250 U/l). † Clinical deformation of the medial longitudinal arch of the foot‡. Arteria dorsalis 
pedis and arteria tibialis posterior identified. § Mann-Whitney U test. ¶ Fisher’s exact test 
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5.3 Effect of immobilization, off-loading and zoledronic acid on bone mineral 
density in patients with acute Charcot foot (Study III). 
 
At baseline, the mean BMD (for the study group, n=35) of the lumbar spine was 1.21 ± 0.20 g/cm2 
(T-score -0.1 ± 1.6), in the on the CF-affected side 0.98 ± 0.18 g/cm2 (T-score -0.8 ± 1.4) and in the 
hip on the CF-free side 0.98 ± 0.18 g/cm2 (T-score -0.7 ± 1.4) (p=0.63 between hips at baseline). 
There were no statistically significant differences in the BMD of the lumbar spine or hips between 
patients with type 1 or type 2 diabetes.  
To describe the effect of immobilization on the BMD, a pairwise comparison between BMD at 
presentation and at six months was performed. In Group P, a significant fall in BMD at the CF-
affected femoral neck (-3.2%, p=0.016) and CF-free hip (-1.5%, p=0.026) was observed. However, 
in Group Z a significant increase of BMD in the CF-free hip (+1.3%, p=0.006), in the trochanteric 
area (+2.4%, p=0.005) and at the femoral neck (+1.5%, p=0.028) was observed (Wilcoxon signed-
rank tests).  
To evaluate the effect of zoledronic acid on the change in BMD, the mean change in hip BMD 
(between baseline and six months) was compared between Group Z and Group P. A significant 
difference was observed between groups in both hips in favour of Group Z (CF-affected side +0.9% 
Group Z and -1.5% Group P, p=0.040, CF-free side +1.3% Group Z and -1.2% Group P, p=0.005). 
There was no difference in the change in lumbar spine BMD between the groups (Group Z +0.7% 
and Group P +0.0%, p=0.187). Figure 9 presents the differences of BMD changes between groups 
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Figure 9. Observed bone mineral density (BMD) changes in the hip between the zoledronic acid 
and placebo groups. 
 
 
5.4 Long term outcome of patients with chronic Charcot foot (Study IV). 
 
Mean follow-up time was 8 years (range 5 to 16 years) and mortality rate during the follow-up 
period was 29% (12/41) leaving 29 patients (30 feet) as our study population. There were 17 
females (61%) and 17 patients (61%) with type 2 diabetes. The mean age of patients at presentation 
was 49 years (range 27-71 years). Mean duration of diabetes was 43 years for type 1 diabetes and 
19 years for type 2 diabetes. Two patients (7%) with type 2 diabetes used only oral medication for 
glucose control, all the others used insulin. HbA1c averaged 8.9% in patients with type 1 diabetes 
and 9.0% in patients with type 2 diabetes. All patients had peripheral neuropathy, 59% (17/29) had 
nephropathy and 69% (20/29) had retinopathy.  
Twenty CFs (67%) had at least one ulceration during follow-up and 12 feet (40%) were ulcerated 
more than once. None of the patients had an open plantar ulcer at the follow-up visit. Fifteen feet 
(50%) were managed surgically and the mean interval from diagnosis to first operation was 31 
months (range 0-67 months). The need for the surgical intervention appeared in two different time 
periods. The first group of operations were performed during the first year after the diagnosis of CF 
for gross instability (3/15) or persistent ulceration and ongoing infection (4/15). Then 
approximately four years after the diagnosis a second series of surgeries was required. This time it 
was due to uncontrolled ulcerations unresponsive to accommodative footwear (8/15). A total of 15 
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feet required the following surgical procedures: 13 exostectomies (10 feet), 11 wound revisions (10 
feet), three mid-foot realignment arthrodeses (three feet) and two below-knee-amputations (two 
feet, 7%). The success rate of simple exostectomy was 62% (8/13). Only 18% (2/11) of superficial 
wound revisions were successful (as an independent intervention) and all three mid-foot 
realignment arthrodeses were successful.  
The mean AOFAS score for all patients was 80.7 (range 60-100). The functional outcome 
(AOFAS) was significantly better in patients with less than 3 months initial diagnostic delay 
(AOFAS 89.3 ± 11.5) than in those who had diagnostic delay of more than 3 months (AOFAS 73.7 
± 7.5) (p=0.006). No significant differences in functional outcome were noted between Eichenholtz 
stages at the time of diagnosis and anatomical area of CF. Table 13 summarizes the clinical and 
functional outcome of the study population. 
 
Table 13. Clinical and functional outcome of patients with Charcot foot by involvement site at the 
time of initial diagnosis and all performed operative procedures. 
  Charcot foot affected area 
 Total Forefoot Midfoot Ankle Calcaneus 
Number of cases 30(100%) 2 (7%) 25 (83%) 2 (7%) 1 (3%) 
Ulceration(s)      
     No  10 (33%) 0 (0%) 10 (40%) 0 (0%) 0 (0%) 
     Yes 20 (67%) 2 (100%) 15 (60%) 2 (100%) 1 (100%) 
       Multiple ulcers 12 (40%) 1 (50%) 9 (36%) 1 (50%) 1 (100%) 
Surgical management      
     No 15 (50%) 1 (50%) 13 (52%) 1 (50%) 0 (0%) 
     Yes 15 (50%) 1 (50%) 12 (48%) 1 (50%) 1 (100%) 
Walking distance      
      < 1km 6 (20%) 1 (50%) 5 (20%) 0 (0%) 0 (0%) 
      1-5 km 16 (53%) 0 (0%) 13 (52%) 2 (100%) 1 (100%) 
      >5km 8 (27%) 1 (50%) 7 (28%) 0 (0%) 0 (0%) 
      
AOFAS* 











      
Operative procedures       
n 29 (100%) 2 26 1 0 
Amputation 2 (7%) 0 1 1 0 
Arthrodesis 3 (10%) 0 3 0 0 
Exostectomy 13 (45%) 1 12 0 0 
       Successful 8 1 7 0 0 
       Failed 5 0 5 0 0 
Wound revision 11 (38%) 1 10 0 0 
       Successful 2 0 2 0 0 
       Failed 9 1 8 0 0 
* AOFAS = American Orthopaedic Foot and Ankle Society score 
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At the follow-up visit 18 patients (62%) used prescribed custom made depth inlay shoes or insoles, 
nine patients (31%) used normal shoes and two patients (7%) had prosthesis due to below knee 
amputation. Non-adherence to prescribed custom-made footwear had no effect on ulceration 
frequency or need for surgical interventions during the follow-up period (normal shoes: ulcers 6/9 
(67%), operation 4/9 (44%), custom made shoes: ulcers 12/19 (63%), operation 9/19 (47%), 
p=0.86, and p=0.89 respectively). All those patients who were diagnosed within three months of the 
onset of symptoms wore commercially manufactured shoes and could walk over 1 km. However 
only 23% of those with diagnostic delay over three months wore normal shoes and only 54% could 
walk more than 1km (p<0.001 and p=0.008 respectively).  
The SF-36 component scores were compared to Finnish general population and chronically ill 
population standards (Figure 10).  
 
Figure 10. Mean difference in SF-36 component scores (points) in Charcot foot patients (n=29) 
when compared to values for Finnish control population (Aalto et al. 1999). (0-level is the mean of 
the healthy control population).  
 
 
Domain legends: PF=Physical Functioning; RP=Role Physical (role limitations due to physical 
health problems); RE=Role Emotional (role limitations due to emotional health problems); 
VT=Vitality; MH=Mental Health; SF=Social Functioning; BP=Bodily Pain; GH=General Health. 
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The mean physical functioning (PF) component for all the Charcot foot patients was 50.7 compared 
to the general population score of 84.9. The role-physical (RP) component (perceived disruption to 
individuals’ lifestyle) score was 33.3 for the study patients compared to 74.8 of general population. 
Additionally, role-emotional (RE) and social functioning (SF) component scores were lower than 
the population standards. The scores for PF and RP components were better in the patients with 
type 1 diabetes than in the patients with type 2 diabetes (p<0.001 and p=0.002, respectively). 
Female patients had lower scores in vitality (VT) and general health (GH) components than male 
patients (p=0.02 and p=0.01 respectively). The component scores of PF (p<0.001), RP (p>0.001), 
RE (p<0.001) and VT (p=0.03) were reduced when patients’ walking capacity was less than 500m. 
The number of patients retired due to medical problems (excluding old-age pensioners) increased 
from 15% at the diagnosis to 52% at study follow-up visit in autumn 2007. No significant 
differences in SF-36 component scores were noted between Eichenholtz stages at the time of the 


















6.1 Diagnosis of the Charcot foot 
 
 
CF is a devastating and disabling complication of diabetes and is associated with significantly 
increased morbidity and mortality (Gazis et al. 2004, Sohn et al. 2009, van Baal et al. 2010). CF is 
frequently considered a rare disease but with a reported incidence of 0.1-0.9% / year we should 
annually diagnose 300-2700 new cases of CF in Finland (population approximately 5 million) 
(Bailey and Root 1947, Sinha et al. 1972, Fabrin et al. 2000, Lavery et al. 2003). The number of 
diagnosed CF cases has increased considerably in our institution in recent decades, mainly due to 
the increased awareness of patients and health care professionals of the clinical signs and symptoms 
of acute CF. In previous decades a few CF cases were possibly misdiagnosed as severe infections or 
neglected fractures and below-knee amputations may have been performed without making the 
correct diagnosis. Before 1998, only sporadic CF diagnoses were made at our institution, but since 
then approximately 10-15 new acute CF cases are diagnosed each year and the number of new cases 
is constantly increasing.  
 
It seems to be difficult to make the correct diagnosis early enough. The initial diagnosis of acute CF 
is usually clinical, based on the presence of unilateral swelling, elevated local temperature, 
erythema and bone resorption in a patient with peripheral neuropathy (Cofield et al. 1983, 
Armstrong et al. 1997). The long delay from the first symptoms to the right diagnosis is partly a 
consequence of patients underrating their swollen and red but often fairly painless foot. However, 
physicians often incorrectly presumed infection or venous thrombosis (39% of cases in our series) 
as a cause for swollen, warm and erythematous foot in patients with complicated diabetes. 
Therefore, in our series 50% of patients were not prescribed for appropriate immobilization and 
non-weightbearing at the initial visit to our institution. The literature reports that the diagnosis of 
CF is missed from 25 to 79% of the time and our findings are consistent with these studies 
(Myerson et al. 1994, Chantelau 2005). The average delay was 29 weeks in our series (Study I) and 
the most frequent incorrect diagnoses were erysipelas, deep venous thrombosis, gout, arthritis, 
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fracture or osteomyelitis. In the absence of elevated temperature, elevated CRP or ESR, infection is 
highly unlikely, and a CF should be considered (Petrova et al. 2007, Judge 2008). According to 
Schon et al. (1998) and Armstrong et al. (1997) in as many as 46-73% of CF patients an instigating 
event had triggered the destructive process. In our retrospective analysis a preceding trauma could 
be identified in only 22% of cases. The retrospective design of our study may be partly responsible 
for this difference and due to the presence of insensitivity of the foot, anamnestic data on trauma is 
often unreliable.  
 
An interesting finding in Study I was that 8/18 (44%) patients who were initially not appropriately 
immobilized and off-loaded underwent surgical treatment, compared with 2/18 (11%) patients who 
were appropriately immobilized and advised to not put weight on the affected extremity. The 
importance of early diagnosis and appropriate initial treatment was also recently stressed by 
(Chantelau 2005, Wukich et al. 2011b). 
 
6.2 Medical management of the Charcot foot 
 
 
Fifteen years ago the first medical trials were conducted to investigate if osteoclast-inhibitors  
(bisphosphonates) had an effect on acute CF (Selby et al. 1994). Promising results were reported 
with alendronate and pamidronate, and most recently with calcitonin (non-bisphosphonate 
osteoclast inhibitor) (Jude et al. 2001, Anderson et al. 2004, Pitocco et al. 2005, Bem et al. 2006). A 
clear reduction in bone turnover markers was reported in these trials, but no differences in clinical 
or radiographic outcomes were reported. The reduction in bone turnover markers was an expected 
pharmacological effect of these drugs and the clinical significance of this remained unclear. The 
rarity of CF and difficulty in enrolling patients in a similar stage of CF has made it difficult to 
mount a study with sufficient power and clinical relevant outcome measures.  
 
Our prospective randomized study (II) was planned according to data from our retrospective study 
(Study I). A power calculation for the total sample size was calculated and the number of patients 
needed to detect a 25% difference in total immobilization time was 22 in both treatment groups. 
However, although slightly underpowered, our prospective randomized trial did not show any 
beneficial effect of zoledronic acid on the clinical resolution of the acute CF. On the contrary, 
patients treated with zoledronic acid required longer immobilization time compared with placebo 
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group (p=0.04). The reason for this may be the relatively small sample size of our series and the 
wide variation of total immobilization times. Furthermore, we were unable to monitor patients’ 
compliance with the non-weightbearing protocol during treatment, but recently the absolute 
necessity of total non-weightbearing has been questioned by de Souza (2008). The activation of 
osteoclasts and bone resorption may also represent a rather late stage of the CF disease process and 
a series of immuno-inflammatory reactions is suspected to occur before fragmentation is noticed on 
radiographs (Jeffcoate et al. 2005, Baumhauer et al. 2006). This is one possible explanation why 
bisphosphonate treatment, in our series, did not prove to be as effective as expected in halting the 
acute CF process. Recently the understanding of the basic pathophysiological cascade responsible 
for the initiation of CF has advanced (Jeffcoate et al. 2005) and further investigation is needed to 
show if medications addressing the imbalance of RANKL and OPG (i.e. TNF-α inhibitors or 
denosumab) could lead to a faster clinical resolution of acute CF.  
 
In conclusion, the use of zoledronic acid as an adjunct in the management of acute CF did not 
provide a faster resolution of the disease process and the mainstay of the initial management of 
acute CF is immobilization and non-weightbearing in a plaster cast with continuous monitoring of 
clinical signs of the activity of the CF process (Armstrong and Lavery 1997, Chantelau 2005, Tan et 
al. 2005).  
 
6.3 Bone mineral density and the Charcot foot 
 
 
Type 1 diabetes is associated with a fall in BMD and elevated fracture risk (Hofbauer et al. 2007, 
Vestergaard 2007). The decrease in BMD is infrequent in type 2 diabetes, but increased risk for 
fracture still exists, mainly due to the increased risk of falling (Rakel et al. 2008). In our series 
patients with type 1 diabetes and acute CF had BMD levels in lumbar spine and proximal femurs 
similar to those of patients with type 2 diabetes. The difference may become apparent after some 
years, because patients with acute CF are usually 50-60 years old and most of these population-
based studies investigating the relationship between diabetes and BMD have been conducted in 
older age groups and with postmenopausal women (Hofbauer et al. 2007). The high percentage of 
men (83%) in our series may also contribute to this difference. The baseline BMD of the lumbar 
spine was equal (T-score 0.0) to that in general population and only moderately reduced in the hip 
(T-score -0.8); in the sub-group of patients with type 1 diabetes not even reaching the level of 
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osteopenia (T-score <-1.0). This finding concurs with a recent report by (Christensen et al. 2010), 
who did not find any difference in proximal femur BMD between the CF-affected and CF-free hips.  
Immobilization and protected weightbearing in the management of acute CF are frequently 
continued up to 6-12 months before the resolution stage is reached (Armstrong et al. 1997, Jude et 
al. 2001, Petrova and Edmonds 2010). Disuse osteoporosis is a known phenomenon described 
previously after ankle and tibia fractures that usually require only 2-3 months of protective weight-
bearing (Finsen et al. 1989, Emami et al. 1999, van der Poest Clement et al. 1999, Emami et al. 
2001, van der Poest Clement et al. 2002). The decrease in trochanteric BMD after these fractures is 
reported to average 3-12.5% and the recovery of bone mineral content after returning to normal 
weightbearing is often slow and incomplete (Weinreb et al. 1989, Ingle et al. 1999, van der Poest 
Clement et al. 1999, Emami et al. 2001, van der Poest Clement et al. 2002, Veitch et al. 2006). It is 
also estimated that 4-5% persistent reduction in hip BMD may be clinically relevant, resulting in 
increased risk for osteoporotic fractures (van der Poest Clement et al. 1999, Chapurlat et al. 2005). 
In our series, the BMD of the hip in the placebo group decreased only 1.5% on the CF-affected side 
and 1.2% on the CF-free side, indicating a very minor effect of off-loading to hip BMD in patients 
with acute CF. The only significant difference (in pairwise comparison of the BMD measurements 
in the placebo group) was observed in the femoral neck of the CF-affected side (-3.2%) indicating 
that the development of disuse osteoporosis was not clinically significant in patients with acute CF. 
One possible explanation for this could be the fact that all CF patients have some form of peripheral 
neuropathy and loss of pain sensation, which often leads to weight-bearing with the cast and so the 
effect of off-loading may be less than in patients with normal sensation. The T-score of -0.8 in the 
CF-affected hip at baseline (in both groups) may also indicate a rather low basic loading of the hips 
that may be a result of physical inactivity due to numerous co-morbidities, or any other lower 
extremity problems. These problems are frequently seen in patients with complicated diabetes and 
in these patients further immobilization and off-loading may have less impact on BMD than on 
patients with normal BMD at baseline.  
 
Management with zoledronic acid in our study showed a trend for increased BMD in all areas of the 
proximal femur if mean BMD at baseline was compared with mean BMD at 6 months. The only 
statistically significant increase in BMD (in pairwise comparison) was observed in the CF-free hip, 
which may be a result of increased loading of the CF-free extremity during the immobilization of 
acute CF. A significant difference in the change of the hip BMD was also observed between the 
zoledronic acid group and the placebo group in favour of zoledronic acid. The difference in BMD 
change (CF-free +2.5% and CF-affected +2.2%) was statistically significant, but the clinical 
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significance of this difference is not clear in terms of fracture risk reduction. The maximum level of 
disuse osteoporosis is often reached six months after the initiation of immobilization and off-
loading (Sievanen 2010), so the six months of follow-up in our series was considered adequate, 
although the positive effect of bisphosphonate on BMD may be more apparent after 12 or 18 
months after treatment.   
 
Immobilization and off-loading did not lead to obvious disuse osteoporosis in patients with acute 
CF after six months of treatment. Management with zoledronic acid led to a statistically significant 
increase (CF-free +2.5% and CF-affected +2.2%) in hip BMD on both sides compared to the 
placebo, but the clinical significance of this is uncertain. According to recent reports, 
bisphosphonates seem to have potentially serious side effects (i.e. increased risk for atrial 
fibrillation, osteonecrosis of the jaw, aesophageal cancer, atypical subtrochanteric femur fractures 
and deranged bone remodelling (Lewiecki 2011) and caution in their use in acute CF should be 
exercised if the benefits of these drugs are uncertain.  
 
6.4 Surgery of Charcot foot 
 
 
Reconstructive surgery of an acute CF may be considered if the deformity or instability cannot be 
effectively controlled or accommodated by immobilization and off-loading (Pinzur 2004, Trepman 
et al. 2005, Pinzur 2007b, Mittlmeier et al. 2010). This is often seen in cases of severe ankle CF and 
surgery could be considered as a primary treatment for this subset of patients (Rogers et al. 2011). 
We had two severe ankle CFs in our retrospective series (Study I). One was successfully managed 
with tibio-talo-calcaneal arthrodesis and the other patient was managed with below-knee 
amputation.  
 
Indications for reconstructive surgery in chronic CF are the correction of fixed deformities causing 
recurrent ulcerations and fixation of marked instability not amenable to custom made shoes, 
orthosis or walkers (Schon et al. 1998). In our long-term follow-up study (Study IV), 29 operations 
were performed on 15 feet (50%) which concurs with earlier reports (Schon et al. 1998, Pinzur 
1999, Pinzur 2004). We observed bimodal distribution of the surgical procedures performed. The 
first group of operations during the first year after diagnosis were performed mainly due to 
diagnostic delay and development of severe deformities and ulcerations prior to referral to our unit. 
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The second group of operations was performed four years after the initial diagnosis and represents 
better the current natural history of primarily nonsurgical management of CF. This bimodal 
distribution of surgery has not been previously reported and emphasizes the importance of 
continuous foot care and the need for routine renewal of accommodative footwear. In this series 
patients with severe or repetitive ulcers required most surgery; exostectomy, wound revision, 
realignment arthrodesis or amputation. Simple exostectomy was successful in 62% of our cases and 
seems to be an effective and safe procedure for these high-risk patients (Brodsky and Rouse 1993, 
Pinzur 2004, Laurinaviciene et al. 2008).  
 
Recently some authors have proposed that in the presence of severe deformity or unstable 
deformities early realignment surgery could decrease the risk for ulcers and avoid subsequent 
amputations (Simon et al. 2000, Farber et al. 2002, Mittlmeier et al. 2010) and potentially even 
improve patients’ quality of life (Pinzur and Sostak 2007). It must be emphasized that the 
reconstructive surgery of the CF is a major challenge for both surgeon and patient. The patient must 
be able to tolerate an extremely long and demanding postoperative immobilization and accept the 
risks, benefits and limitations of the operation. At the moment there are no studies available on the 
effect of realignment surgery on the future risk for ulcers or any other outcome measure. 
 
6.5 Long-term outcome of patients with Charcot foot 
 
 
Long-term outcome of CF patients was assessed in our long-term follow-up study (Study IV) with a 
mean follow-up time of eight years. This was the first consecutive series of CF patients in which 
long-term clinical outcome and quality of life of CF were evaluated and described. All registered 
and living patients were followed up, however 29% of the patients died during the follow-up period. 
This mortality rate is similar to that reported by Saltzman et al. (2005) and Sohn et al. (2009) 
described in patients with CF, but lower than that reported by (Gazis et al. 2004). It seems that it is 
neuropathy, rather than CF, which is independently associated with increased mortality among 
patients with diabetes but the exact mechanisms behind it are not known (Gazis et al. 2004). 
 
The functional outcome of patients was surprisingly good (AOFAS average 81 points). It was 
significantly better in patients correctly diagnosed within 3 months after the onset of symptoms than 
in the group whose diagnosis was made after 3 months. There is a potential pitfall in using AOFAS 
	   67	  
scoring (Kitaoka et al. 1994) for CF patients because 40% of the AOFAS score consists of the 
component measuring pain. Due to high levels of peripheral neuropathy (100% of the study group) 
pain perception is impaired. Consequently, caution is required when comparing AOFAS results in 
patients with insensate feet with patients that have normal sensation. Another confounding factor is 
neuropathic pain in some patients with diabetes.  
 
Previous data suggest that CF has a similar effect on individuals’ health status to lower extremity 
amputation (Pinzur and Evans 2003, Dhawan et al. 2005, Saltzman et al. 2005). This study suggests 
that the impairment in overall physical functioning is a long lasting finding if nonsurgical 
management is used. Pinzur and Evans (2003) in their small preliminary trial showed that all 
component scores of SF-36 were lower in CF patients than the control population. In our series we 
did not find as extensive reduction in component scores. The decrease was most evident in the area 
of physical and social functioning. The physical components of SF-36 were lower when compared 
to general controls or chronically ill controls. The social functioning score was also lower than 
control population, which reflects restrictions in individuals’ routine activities of daily living and 
the diminished social network commonly found.  
 
The rocker bottom deformity (collapse of the midfoot area) in consolidated CF is a major risk factor 
for plantar ulceration (Boyko et al. 1999, Pinzur 1999, Fabrin et al. 2000, Saltzman et al. 2005) and 
foot ulceration is considered as the single most common precursor to lower extremity amputations 
in diabetic patients (Pecoraro et al. 1990, Larsson et al. 1998). Fabrin et al. (2000) reported an 
ulceration incidence of 37% after a median of 36 months of follow-up of CF patients and Saltzman 
et al. (2005) reported an incidence of 47% after a median of 3.8 years of follow-up. In this study 
67% of the patients suffered at least one ulcer episode. The slightly higher percentage of plantar 
ulcerations in the present series may have several explanations. First, the minimum follow-up time 
in our series was five years (average 8 years), which is notably longer than in earlier studies (Fabrin 
et al. 2000, Saltzman et al. 2005), thus presenting the natural behaviour of diabetic CF. On the other 
hand, 31% of our patients were non-compliant regarding the prescribed custom made footwear. 
Although it did not have significant effect on ulceration frequency, it certainly predisposes these 
high-risk feet to foot ulcerations. There were two (7%) transtibial amputations: one due to gross 
hind-foot instability and the other due to a septic life-threatening infection. Most cases with severe 
deformity or instability were managed with custom made depth inlay shoes or custom made 
orthoses. Only three patients (10%) had a realignment arthrodesis performed due to mid-foot 
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deformity. Previously reported amputation rates in CF patients have varied between 2% and 9.7% 
(Fabrin et al. 2000, Saltzman et al. 2005).  
 
Prevention of subsequent ulceration in deformed CF is challenging and requires continuous 
monitoring of multiple risk factors (Boyko et al. 1999). Effective prevention of ulcerations requires 
identification of CF and initiation of treatment at Eichenholtz stage 0, prior to the degeneration of 
normal foot architecture (Yu and Hudson 2002, Chantelau 2005, Wukich et al. 2011b). It is possible 
that if the correct diagnosis is made in the early phase and conservative treatment is successful, 
surgery may be avoided and the risk of subsequent ulcerations or the need for further surgical 
intervention may be decreased. In our series 62% of patients initially diagnosed within 3 months did 
not need surgical intervention during follow-up compared to 46% of those who had diagnostic 
delay of over 3 months demonstrate the importance of early diagnosis of acute CF.  






Diagnosis of acute CF is demanding and significant delays in diagnosis are common. 
Bisphosphonates are widely used in the management of acute CF. We observed that patients who 
received zoledronic acid as an adjuvant for the treatment of the acute CF were immobilized notably 
longer than those with placebo. Management of acute CF requires immobilization and off-loading 
that frequently take more than six months. However, this prolonged immobilization does not lead to 
obvious disuse osteoporosis in patients with acute CF after 6 months of treatment. Management 
with zoledronic acid led to a significant increase in hip BMD on both sides compared to placebo, 
but the clinical significance of this is uncertain. Thus, we cannot recommend the use of zoledronic 
acid in the management of acute CF. Chronic CF impairs patient’s physical functioning and general 
health but does not usually affect mental health. Surgical management is often required with an 
increase in surgery 4 years post diagnosis. A delay of diagnosis of more than three months was 
found to adversely affect quality of life and functional outcome. The long-term functional outcome 
of patients with CF is usually relatively good, mainly due to the absence of pain and if the diagnosis 
is reached early. 
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Early detection. The prevention of deformities in the early stages of acute CF is crucial to prevent 
long-term problems encountered with distorted anatomy. More attention to the risks of developing 
CF and early detection with advanced imaging modalities must be instituted to minimize the risk for 
development of severe deformities. The early management of CF stage 0 may reduce the rate of 
future complications. Patient education, podiatric nurses and primary care physicians play a crucial 
role in the early detection and appropriate initial management of acute CF. 
 
New pharmacological treatments. Now that the understanding of the basic pathophysiological 
mechanisms (inflammation and RANKL/OPG pathway) responsible for the development of acute 
CF has evolved, it opens up the possibility of new, more specific therapies. There is a theoretical 
basis for investigating the effects of specific TNF-α antagonists (e.g. infliximab and etanercept) and 
RANKL antagonist (e.g. denosumab) in the management of acute Charcot foot. However, the effect 
and safety of these drugs must be determined with clinically relevant outcome measures and long-
term follow-up.  
 
Early realignment surgery. Once the deformity has developed management has traditionally 
centred on accommodating the affected foot in custom made footwear or orthoses. The long-term 
outcome for these patients in terms of functional or clinical outcome is not so bleak, although ulcers 
are frequently seen and surgery is often needed. Whether ulcers or subsequent surgery can be 
avoided with early realignment surgery is still not clear and studies should also use primary 
outcomes that are long term, clinically relevant, and patient-centred. 
 





This study was performed at the Department of Orthopaedics and Traumatology and Internal 
Medicine at the Tampere University Hospital and the University of Tampere Medical School during 
the years 2000-2009. Financial support for this work the Competitive Research Funding of the 
Pirkanmaa Hospital District and The Finnish Medical Foundation is gratefully acknowledged. 
 
I owe my greatest gratitude to my supervisors, Jorma Lahtela, MD, PhD and Heikki-Jussi Laine, 
MD, PhD, for the opportunity to work under their supervision. Jorma, I thank you for sharing your 
vast expertise in science and in clinical practice with me and for guiding me through this mixture of 
internal medicine and orthopaedics. Heikki-Jussi, a black belt orthopaedic surgeon, you have been 
my mentor, supporting colleague and friend for over 10 years now. You have an outstanding 
capability to organise all your duties and still you have had time for me and for this project, I thank 
you for that.   
 
I would also like to express my sincere gratitude to the official reviewers of this thesis, Timo Sane, 
MD, PhD and Tapani Ebeling, MD, PhD for their valuable work and constructive criticism. I am 
truly grateful to Mrs. Virginia Mattila for the skillful revision of the language of this thesis.  
 
I owe my special thanks to Professor Emeritus Markku Järvinen, MD, PhD, former Acting 
Professor Heikki Mäenpää, MD, PhD and incumbent Acting Professor Teemu Moilanen, MD, PhD, 
who encouraged me to finish this thesis at the University of Tampere Medical School.  
 
I want to express gratitude to all my co-authors for their contribution to this work. I am grateful to 
Pentti Mattila, MD, for his outstanding radiological expertise and Seppo Honkonen, MD, PhD and 
Heikki Oksala, MD for assistance in our first publication. I also want to thank Mika Kähönen, MD, 
PhD, for his assitance in our last publication.   
 
Special thanks go to the entire staff of the Diabetic Foot Clinic at the Department of Internal 
Medicine at the Tampere University Hospital without whom this thesis would never have reached 
	   72	  
completion. I also want to express my thanks to Jari Peltonen, medical orderly at the Deparment of 
Orthopaedics and Traumatology.  
 
I owe my special thanks to possible the nicest orthopaedic surgeon I have ever met, my teacher, 
colleague and dear friend Minna Laitinen, MD, PhD. Even though working with you requires 28 
hours in a day, it has been pure pleasure working with you in the demanding field of sarcoma 
surgery.  
 
I owe my warmest thanks to my family Sirpa, Raimo, Seppo, and Sirkka-Liisa and my brother 
Juuso with his family for their support and kindness. I also want to thank all my friends and 
colleagues for understanding that I have been a bit busy with this thesis.  
 
Finally, I dedicate this thesis to Anne, the love of my life, and our three lovely children Matti-
Pekka, Mikko and Aino-Kaisa, because without their endless love and support this work would 




Tampere, April 2012 
 
Toni-Karri Pakarinen  
 





Aalto, A-M, Aro AR and Teperi J (1999). RAND-36 as a measure of health-related quality of life. 
Reliability, construct validity and reference values in the Finnish general population. 
Reseach Reports 101. 
Ahmed, SS, S Kaji, K Samesima, J Tsuruta and K Namba (1990). Osteoarthropathy in hereditary 
sensory radicular neuropathy. A case report. Acta Orthop Scand 61: 92-94. 
Alarcon Segovia, D and LE Ward (1965). Charcot-Like Arthropathy in Rheumatoid Arthritis. 
Consequence of Overuse of a Joint Repeatedly Injected with Hydrocortisone. JAMA 193: 
1052-1054. 
Albright, F and EC Reidfenstein (1948). Bone developement in diabetic children: a roentgen study. 
. Am J Med Sci 174: 313-319. 
Allali, F, R Rahmouni and N Hajjaj-Hassouni (2006). Tabetic arthropathy. A report of 43 cases. 
Clin Rheumatol 25: 858-860. 
American Diabetes Association, A (1999). Consensus Development Conference on Diabetic Foot 
Wound Care: 7-8 April 1999, Boston, Massachusetts. American Diabetes Association. 
Diabetes Care 22: 1354-1360. 
American Diabetes Association, A (2008). Economic costs of diabetes in the U.S. In 2007. Diabetes 
Care 31: 596-615. 
Anand, DV, A Lahiri, E Lim, D Hopkins and R Corder (2006). The relationship between plasma 
osteoprotegerin levels and coronary artery calcification in uncomplicated type 2 diabetic 
subjects. J Am Coll Cardiol 47: 1850-1857. 
Anderson, JJ, KE Woelffer, JJ Holtzman and AM Jacobs (2004). Bisphosphonates for the treatment 
of Charcot neuroarthropathy. J Foot Ankle Surg 43: 285-289. 
Apelqvist, J, G Ragnarson-Tennvall, U Persson and J Larsson (1994). Diabetic foot ulcers in a 
multidisciplinary setting. An economic analysis of primary healing and healing with 
amputation. J Intern Med 235: 463-471. 
Armstrong, DG, LA Lavery, S Stern and LB Harkless (1996). Is prophylactic diabetic foot surgery 
dangerous? J Foot Ankle Surg 35: 585-589. 
Armstrong, DG and LA Lavery (1997). Monitoring healing of acute Charcot's arthropathy with 
infrared dermal thermometry. J Rehabil Res Dev 34: 317-321. 
Armstrong, DG, WF Todd, LA Lavery, LB Harkless and TR Bushman (1997). The natural history 
of acute Charcot's arthropathy in a diabetic foot specialty clinic. Diabet Med 14: 357-363. 
Armstrong, DG, PL Abu-Rumman, BP Nixon and AJ Boulton (2001). Continuous activity 
monitoring in persons at high risk for diabetes-related lower-extremity amputation. J Am 
Podiatr Med Assoc 91: 451-455. 
Armstrong, DG and EJ Peters (2002). Charcot's arthropathy of the foot. J Am Podiatr Med Assoc 
92: 390-394. 
Assal, M and R Stern (2009). Realignment and extended fusion with use of a medial column screw 
for midfoot deformities secondary to diabetic neuropathy. J Bone Joint Surg Am 91: 812-
820. 
Avignon, A, A Sultan, C Piot, S Elaerts, JP Cristol and AM Dupuy (2005). Osteoprotegerin is 
associated with silent coronary artery disease in high-risk but asymptomatic type 2 diabetic 
patients. Diabetes Care 28: 2176-2180. 
Azria, M (2003). Osteoporosis management in day-to-day practice. The role of calcitonin. J 
Musculoskelet Neuronal Interact 3: 210-213. 
	   74	  
Bae, DK, SJ Song, KH Yoon and JH Noh (2009). Long-term outcome of total knee arthroplasty in 
Charcot joint: a 10- to 22-year follow-up. J Arthroplasty 24: 1152-1156. 
Bailey, C and H Root (1947). Neuropathic foot lesions in diabetes mellitus. N Engl J Med 236: 397-
401. 
Baker, N, A Green, S Krishnan and G Rayman (2007). Microvascular and C-fiber function in 
diabetic charcot neuroarthropathy and diabetic peripheral neuropathy. Diabetes Care 30: 
3077-3079. 
Barrett-Connor, E and TL Holbrook (1992). Sex differences in osteoporosis in older adults with 
non-insulin-dependent diabetes mellitus. JAMA 268: 3333-3337. 
Barrey, C, H Massourides, F Cotton, G Perrin and G Rode (2010). Charcot spine: two new case 
reports and a systematic review of 109 clinical cases from the literature. Ann Phys Rehabil 
Med 53: 200-220. 
Baumhauer, JF, RJ O'Keefe, LC Schon and MS Pinzur (2006). Cytokine-induced osteoclastic bone 
resorption in charcot arthropathy: an immunohistochemical study. Foot Ankle Int 27: 797-
800. 
Bem, R, A Jirkovska, V Fejfarova, J Skibova and EB Jude (2006). Intranasal calcitonin in the 
treatment of acute Charcot neuroosteoarthropathy: a randomized controlled trial. Diabetes 
Care 29: 1392-1394. 
Bouillon, R, M Bex, E Van Herck, J Laureys, L Dooms, E Lesaffre and E Ravussin (1995). 
Influence of age, sex, and insulin on osteoblast function: osteoblast dysfunction in diabetes 
mellitus. J Clin Endocrinol Metab 80: 1194-1202. 
Boyce, BF and L Xing (2008). Functions of RANKL/RANK/OPG in bone modeling and 
remodeling. Arch Biochem Biophys 473: 139-146. 
Boyko, EJ, JH Ahroni, V Stensel, RC Forsberg, DR Davignon and DG Smith (1999). A prospective 
study of risk factors for diabetic foot ulcer. The Seattle Diabetic Foot Study. Diabetes Care 
22: 1036-1042. 
Boyle, WJ, WS Simonet and DL Lacey (2003). Osteoclast differentiation and activation. Nature 
423: 337-342. 
Bridges, MJ, SH Moochhala, J Barbour and CA Kelly (2005). Influence of diabetes on peripheral 
bone mineral density in men: a controlled study. Acta Diabetol 42: 82-86. 
Brodsky, JW and AM Rouse (1993). Exostectomy for symptomatic bony prominences in diabetic 
charcot feet. Clin Orthop Relat Res21-26. 
Brodsky, JW (1999). The diabetic foot. . In Coughlin MJ, Mann Ram editors. Surgery of the foot 
and ankle. Vol. 2 7th ed. St. Louis; Mosby895-969. 
Campos Pastor, MM, PJ Lopez-Ibarra, F Escobar-Jimenez, MD Serrano Pardo and AG Garcia-
Cervigon (2000). Intensive insulin therapy and bone mineral density in type 1 diabetes 
mellitus: a prospective study. Osteoporos Int 11: 455-459. 
Cavanagh, PR, MJ Young, JE Adams, KL Vickers and AJ Boulton (1994). Radiographic 
abnormalities in the feet of patients with diabetic neuropathy. Diabetes Care 17: 201-209. 
Chantelau, E (2005). The perils of procrastination: effects of early vs. delayed detection and 
treatment of incipient Charcot fracture. Diabet Med 22: 1707-1712. 
Chantelau, E and LW Poll (2006). Evaluation of the diabetic charcot foot by MR imaging or plain 
radiography--an observational study. Exp Clin Endocrinol Diabetes 114: 428-431. 
Chantelau, E, A Richter, P Schmidt-Grigoriadis and WA Scherbaum (2006). The diabetic charcot 
foot: MRI discloses bone stress injury as trigger mechanism of neuroarthropathy. Exp Clin 
Endocrinol Diabetes 114: 118-123. 
Chapurlat, RD, L Palermo, P Ramsay and SR Cummings (2005). Risk of fracture among women 
who lose bone density during treatment with alendronate. The Fracture Intervention Trial. 
Osteoporos Int 16: 842-848. 
	   75	  
Charcot, J-M (1868). Sur quelques arthropathies qui paraissent dependre d'une lesion du cerveau ou 
de la moelle epiniere. Arch Des Phys Norm et Pathol161. 
Charcot, J-M and C Féré (1883). Affections osseuses et articulaires du pied chez les tabétiques 
(Pied tabétique). Archives de Neurologie 1883 6: 305-319. 
Charles, M, N Ejskjaer, DR Witte, K Borch-Johnsen, T Lauritzen and A Sandbaek (2011). 
Prevalence of Neuropathy and Peripheral Arterial Disease and the Impact of Treatment in 
People With Screen-Detected Type 2 Diabetes: The ADDITION-Denmark study. Diabetes 
Care 34: 2244-2249. 
Christensen, JO and OL Svendsen (1999). Bone mineral in pre- and postmenopausal women with 
insulin-dependent and non-insulin-dependent diabetes mellitus. Osteoporos Int 10: 307-311. 
Christensen, TM, J Bulow, L Simonsen, PE Holstein and OL Svendsen (2010). Bone mineral 
density in diabetes mellitus patients with and without a Charcot foot. Clin Physiol Funct 
Imaging 30: 130-134. 
Clayton, M, BC Taylor and J Backes (2010). Diabetic neuroarthropathy of the shoulder. 
Orthopedics 33. 
Clohisy, DR and RC Thompson, Jr. (1988). Fractures associated with neuropathic arthropathy in 
adults who have juvenile-onset diabetes. J Bone Joint Surg Am 70: 1192-1200. 
Clowes, JA, S Khosla and R Eastell (2005). Potential role of pancreatic and enteric hormones in 
regulating bone turnover. J Bone Miner Res 20: 1497-1506. 
Cofield, RH, MJ Morrison and JW Beabout (1983). Diabetic neuroarthropathy in the foot: patient 
characteristics and patterns of radiographic change. Foot Ankle 4: 15-22. 
D'Erasmo, E, D Pisani, A Ragno, N Raejntroph, E Vecci and M Acca (1999). Calcium homeostasis 
during oral glucose load in healthy women. Horm Metab Res 31: 271-273. 
Dalla Paola, L, A Volpe, D Varotto, A Postorino, E Brocco, A Senesi, M Merico, D De Vido, R Da 
Ros and R Assaloni (2007). Use of a retrograde nail for ankle arthrodesis in Charcot 
neuroarthropathy: a limb salvage procedure. Foot Ankle Int 28: 967-970. 
David, KS, AO Agarwala and YR Rampersaud (2010). Charcot arthropathy of the lumbar spine 
treated using one-staged posterior three-column shortening and fusion. Spine (Phila Pa 
1976) 35: E657-662. 
de Souza, LJ (2008). Charcot arthropathy and immobilization in a weight-bearing total contact cast. 
J Bone Joint Surg Am 90: 754-759. 
Dennison, EM, HE Syddall, A Aihie Sayer, S Craighead, DI Phillips and C Cooper (2004). Type 2 
diabetes mellitus is associated with increased axial bone density in men and women from 
the Hertfordshire Cohort Study: evidence for an indirect effect of insulin resistance? 
Diabetologia 47: 1963-1968. 
Devillers, A, A Moisan, F Hennion, E Garin, JY Poirier and P Bourguet (1998). Contribution of 
technetium-99m hexamethylpropylene amine oxime labelled leucocyte scintigraphy to the 
diagnosis of diabetic foot infection. Eur J Nucl Med 25: 132-138. 
Dhawan, V, KF Spratt, MS Pinzur, J Baumhauer, S Rudicel and CL Saltzman (2005). Reliability of 
AOFAS diabetic foot questionnaire in Charcot arthropathy: stability, internal consistency, 
and measurable difference. Foot Ankle Int 26: 717-731. 
Driver, VR, J Madsen and RA Goodman (2005). Reducing amputation rates in patients with 
diabetes at a military medical center: the limb preservation service model. Diabetes Care 28: 
248-253. 
Driver, VR, RA Goodman, M Fabbi, MA French and CA Andersen (2010). The impact of a 
podiatric lead limb preservation team on disease outcomes and risk prediction in the diabetic 
lower extremity: a retrospective cohort study. J Am Podiatr Med Assoc 100: 235-241. 
Dunford, JE, K Thompson, FP Coxon, SP Luckman, FM Hahn, CD Poulter, FH Ebetino and MJ 
Rogers (2001). Structure-activity relationships for inhibition of farnesyl diphosphate 
	   76	  
synthase in vitro and inhibition of bone resorption in vivo by nitrogen-containing 
bisphosphonates. J Pharmacol Exp Ther 296: 235-242. 
Dyck, PJ, KM Kratz, JL Karnes, WJ Litchy, R Klein, JM Pach, DM Wilson, PC O'Brien, LJ 
Melton, 3rd and FJ Service (1993). The prevalence by staged severity of various types of 
diabetic neuropathy, retinopathy, and nephropathy in a population-based cohort: the 
Rochester Diabetic Neuropathy Study. Neurology 43: 817-824. 
Edelson, GW, JL Jensen and R Kacynski (1996). Identyfying acute Charcot arthropathy through 
urinary-cross-linked N-telopeptides. Diabetes 45: 108A. 
Edmonds, ME, VC Roberts and PJ Watkins (1982). Blood flow in the diabetic neuropathic foot. 
Diabetologia 22: 9-15. 
Edmonds, ME, MB Clarke, S Newton, J Barrett and PJ Watkins (1985). Increased uptake of bone 
radiopharmaceutical in diabetic neuropathy. Q J Med 57: 843-855. 
Eichenholtz, SN (1966). Charcot Joints. Springfield, IL, Charles C. Thomas. 
Einhorn, TA, AL Boskey, CM Gundberg, VJ Vigorita, VJ Devlin and MM Beyer (1988). The 
mineral and mechanical properties of bone in chronic experimental diabetes. J Orthop Res 6: 
317-323. 
Eloesser, L (1917). On the nature of neuropathic affections of the joints. Ann Surg 66: 201-207. 
Emami, A, A Larsson, M Petren-Mallmin and S Larsson (1999). Serum bone markers after 
intramedullary fixed tibial fractures. Clin Orthop Relat Res220-229. 
Emami, A, S Larsson, E Hellquist and H Mallmin (2001). Limited bone loss in the hip and heel 
after reamed intramedullary fixation and early weight-bearing of tibial fractures. J Orthop 
Trauma 15: 560-565. 
Fabrin, J, K Larsen and PE Holstein (2000). Long-term follow-up in diabetic Charcot feet with 
spontaneous onset. Diabetes Care 23: 796-800. 
Fabrin, J, K Larsen and PE Holstein (2007). Arthrodesis with external fixation in the unstable or 
misaligned Charcot ankle in patients with diabetes mellitus. Int J Low Extrem Wounds 6: 
102-107. 
Farber, DC, PJ Juliano, PR Cavanagh, J Ulbrecht and G Caputo (2002). Single stage correction with 
external fixation of the ulcerated foot in individuals with Charcot neuroarthropathy. Foot 
Ankle Int 23: 130-134. 
Finsen, V, O Haave and P Benum (1989). Fracture interaction in the extremities, The possible 
relevance of posttraumatic osteopenia. Clin Orthop Relat Res244-249. 
Fishco, WD (2001). Surgically induced Charcot's foot. J Am Podiatr Med Assoc 91: 388-393. 
Fishel, B, M Dan, M Yedwab, M Yaron and S Shibolet (1985). Multiple neuropathic arthropathy in 
a patient with syphilis. Clin Rheumatol 4: 348-352. 
Fleisch, H (1998). Bisphosphonates: mechanisms of action. Endocr Rev 19: 80-100. 
Foltz, KD, LM Fallat and S Schwartz (2004). Usefulness of a brief assessment battery for early 
detection of Charcot foot deformity in patients with diabetes. J Foot Ankle Surg 43: 87-92. 
Frykberg, RG and GP Kozak (1978). Neuropathic arthropathy in the diabetic foot. Am Fam 
Physician 17: 105-113. 
Frykberg, RG, LA Lavery, H Pham, C Harvey, L Harkless and A Veves (1998). Role of neuropathy 
and high foot pressures in diabetic foot ulceration. Diabetes Care 21: 1714-1719. 
Frykberg, RG and E Mendeszoon (2000). Management of the diabetic Charcot foot. Diabetes 
Metab Res Rev 16 Suppl 1: S59-65. 
Frykberg, RG and DG Armstrong (2002). The Diabetic Foot 2001. A summary of the proceedings 
of the American Diabetes Association's 61st Scientific Symposium. J Am Podiatr Med 
Assoc 92: 2-6. 
Galluzzi, F, S Stagi, R Salti, S Toni, E Piscitelli, G Simonini, F Falcini and F Chiarelli (2005). 
Osteoprotegerin serum levels in children with type 1 diabetes: a potential modulating role in 
bone status. Eur J Endocrinol 153: 879-885. 
	   77	  
Game, F, R Catlow and W Jeffcoate (2007). CDUK: a UK-wide, web-based survey of the 
management of the acute Charcot foot of diabetes. Diabetologia 50: 1116. 
Garg, RK and RN Chaurasia (2010). Charcot arthropathy of the elbow. Am J Med Sci 340: 505. 
Gazis, A, N Pound, R Macfarlane, K Treece, F Game and W Jeffcoate (2004). Mortality in patients 
with diabetic neuropathic osteoarthropathy (Charcot foot). Diabet Med 21: 1243-1246. 
Gill, GV, H Hayat and S Majid (2004). Diagnostic delays in diabetic Charcot arthropathy. Pract 
Diab Int 21: 261-262. 
Gough, A, H Abraha, F Li, TS Purewal, AV Foster, PJ Watkins, C Moniz and ME Edmonds 
(1997). Measurement of markers of osteoclast and osteoblast activity in patients with acute 
and chronic diabetic Charcot neuroarthropathy. Diabet Med 14: 527-531. 
Green, JR, K Muller and KA Jaeggi (1994). Preclinical pharmacology of CGP 42'446, a new, 
potent, heterocyclic bisphosphonate compound. J Bone Miner Res 9: 745-751. 
Green, JR (2004). Bisphosphonates: preclinical review. Oncologist 9 Suppl 4: 3-13. 
Greenstein, AS, H Marzo-Ortega, P Emery, P O'Connor and D McGonagle (2002). Magnetic 
resonance imaging as a predictor of progressive joint destruction in neuropathic joint 
disease. Arthritis Rheum 46: 2814-2815. 
Griffith, J, AM Davies, CF Close and M Nattrass (1995). Organized chaos? Computed tomographic 
evaluation of the neuropathic diabetic foot. Br J Radiol 68: 27-33. 
Gupta, R (1993). A short history of neuropathic arthropathy. Clin Orthop Relat Res43-49. 
Guse, ST and FG Alvine (1997). Treatment of diabetic foot ulcers and Charcot neuroarthropathy 
using the patellar tendon-bearing brace. Foot Ankle Int 18: 675-677. 
Hampson, G, C Evans, RJ Petitt, WD Evans, SJ Woodhead, JR Peters and SH Ralston (1998). Bone 
mineral density, collagen type 1 alpha 1 genotypes and bone turnover in premenopausal 
women with diabetes mellitus. Diabetologia 41: 1314-1320. 
Harjutsalo, V, L Sjoberg and J Tuomilehto (2008). Time trends in the incidence of type 1 diabetes 
in Finnish children: a cohort study. Lancet 371: 1777-1782. 
Hastings, MK, MJ Mueller, DR Sinacore, GB Salsich, JR Engsberg and JE Johnson (2000). Effects 
of a tendo-Achilles lengthening procedure on muscle function and gait characteristics in a 
patient with diabetes mellitus. J Orthop Sports Phys Ther 30: 85-90. 
Hastings, MK, DR Sinacore, FA Fielder and JE Johnson (2005). Bone mineral density during total 
contact cast immobilization for a patient with neuropathic (Charcot) arthropathy. Phys Ther 
85: 249-256. 
Hays, RD and LS Morales (2001). The RAND-36 measure of health-related quality of life. Ann 
Med 33: 350-357. 
Hendrikx, S, IC Heyligers and PJ Koehler (2007). [Two patients with syringomyelia and Charcot's 
arthropathy]. Ned Tijdschr Geneeskd 151: 1737-1742. 
Herbst, SA (2004). External fixation of Charcot arthropathy. Foot Ankle Clin 9: 595-609, x. 
Herbst, SA, KB Jones and CL Saltzman (2004). Pattern of diabetic neuropathic arthropathy 
associated with the peripheral bone mineral density. J Bone Joint Surg Br 86: 378-383. 
Hockenbury, RT, M Gruttadauria and I McKinney (2007). Use of implantable bone growth 
stimulation in Charcot ankle arthrodesis. Foot Ankle Int 28: 971-976. 
Hofbauer, LC, S Khosla, CR Dunstan, DL Lacey, WJ Boyle and BL Riggs (2000). The roles of 
osteoprotegerin and osteoprotegerin ligand in the paracrine regulation of bone resorption. J 
Bone Miner Res 15: 2-12. 
Hofbauer, LC, CC Brueck, SK Singh and H Dobnig (2007). Osteoporosis in patients with diabetes 
mellitus. J Bone Miner Res 22: 1317-1328. 
Holstein, P, M Lohmann, M Bitsch and B Jorgensen (2004). Achilles tendon lengthening, the 
panacea for plantar forefoot ulceration? Diabetes Metab Res Rev 20 Suppl 1: S37-40. 
	   78	  
Holtrop, ME, LG Raisz and HA Simmons (1974). The effects of parathyroid hormone, colchicine, 
and calcitonin on the ultrastructure and the activity of osteoclasts in organ culture. J Cell 
Biol 60: 346-355. 
Hopfner, S, C Krolak, S Kessler, R Tiling, K Brinkbaumer, K Hahn and S Dresel (2004). 
Preoperative imaging of Charcot neuroarthropathy in diabetic patients: comparison of ring 
PET, hybrid PET, and magnetic resonance imaging. Foot Ankle Int 25: 890-895. 
Horcajada-Molteni, MN, B Chanteranne, P Lebecque, MJ Davicco, V Coxam, A Young and JP 
Barlet (2001). Amylin and bone metabolism in streptozotocin-induced diabetic rats. J Bone 
Miner Res 16: 958-965. 
Horibe, S, K Tada and J Nagano (1988). Neuroarthropathy of the foot in leprosy. J Bone Joint Surg 
Br 70: 481-485. 
Ingle, BM, SM Hay, HM Bottjer and R Eastell (1999). Changes in bone mass and bone turnover 
following ankle fracture. Osteoporos Int 10: 408-415. 
Jeffcoate, W, J Lima and L Nobrega (2000). The Charcot foot. Diabet Med 17: 253-258. 
Jeffcoate, WJ (2005). Abnormalities of vasomotor regulation in the pathogenesis of the acute 
charcot foot of diabetes mellitus. Int J Low Extrem Wounds 4: 133-137. 
Jeffcoate, WJ, F Game and PR Cavanagh (2005). The role of proinflammatory cytokines in the 
cause of neuropathic osteoarthropathy (acute Charcot foot) in diabetes. Lancet 366: 2058-
2061. 
Jirkovska, A, P Kasalicky, P Boucek, J Hosova and J Skibova (2001). Calcaneal ultrasonometry in 
patients with Charcot osteoarthropathy and its relationship with densitometry in the lumbar 
spine and femoral neck and with markers of bone turnover. Diabet Med 18: 495-500. 
Johnson, JE (1997). Surgical reconstruction of the diabetic Charcot foot and ankle. Foot Ankle Clin 
2: 37-55. 
Johnson, JE (1998). Operative treatment of neuropathic arthropathy of the foot and ankle. J Bone 
Joint Surg Am 80: 1700-1709. 
Jordan, W (1936). Neuritic manifestations in diabetes mellitus. Arch Intern Med 57: 307-358. 
Jude, EB, PL Selby, J Burgess, P Lilleystone, EB Mawer, SR Page, M Donohoe, AV Foster, ME 
Edmonds and AJ Boulton (2001). Bisphosphonates in the treatment of Charcot 
neuroarthropathy: a double-blind randomised controlled trial. Diabetologia 44: 2032-2037. 
Judge, MS (2008). Infection and neuroarthropathy: the utility of C-reactive protein as a screening 
tool in the Charcot foot. J Am Podiatr Med Assoc 98: 1-6. 
Kallio, DM, PR Garant and C Minkin (1972). Ultrastructural effects of calcitonin on osteoclasts in 
tissue culture. J Ultrastruct Res 39: 205-216. 
Kao, WH, CM Kammerer, JL Schneider, RL Bauer and BD Mitchell (2003). Type 2 diabetes is 
associated with increased bone mineral density in Mexican-American women. Arch Med 
Res 34: 399-406. 
Kayath, MJ, SA Dib and JG Vieira (1994). Prevalence and magnitude of osteopenia associated with 
insulin-dependent diabetes mellitus. J Diabetes Complications 8: 97-104. 
Keenan, AM, NL Tindel and A Alavi (1989). Diagnosis of pedal osteomyelitis in diabetic patients 
using current scintigraphic techniques. Arch Intern Med 149: 2262-2266. 
Keidar, Z, D Militianu, E Melamed, R Bar-Shalom and O Israel (2005). The diabetic foot: initial 
experience with 18F-FDG PET/CT. J Nucl Med 46: 444-449. 
Kitaoka, HB, IJ Alexander, RS Adelaar, JA Nunley, MS Myerson and M Sanders (1994). Clinical 
rating systems for the ankle-hindfoot, midfoot, hallux, and lesser toes. Foot Ankle Int 15: 
349-353. 
Klenerman, L (1996). The Charcot joint in diabetes. Diabet Med 13 Suppl 1: S52-54. 
Knudsen, ST, CH Foss, PL Poulsen, NH Andersen, CE Mogensen and LM Rasmussen (2003). 
Increased plasma concentrations of osteoprotegerin in type 2 diabetic patients with 
microvascular complications. Eur J Endocrinol 149: 39-42. 
	   79	  
Kon, T, TJ Cho, T Aizawa, M Yamazaki, N Nooh, D Graves, LC Gerstenfeld and TA Einhorn 
(2001). Expression of osteoprotegerin, receptor activator of NF-kappaB ligand 
(osteoprotegerin ligand) and related proinflammatory cytokines during fracture healing. J 
Bone Miner Res 16: 1004-1014. 
Kondo, H, A Nifuji, S Takeda, Y Ezura, SR Rittling, DT Denhardt, K Nakashima, G Karsenty and 
M Noda (2005). Unloading induces osteoblastic cell suppression and osteoclastic cell 
activation to lead to bone loss via sympathetic nervous system. J Biol Chem 280: 30192-
30200. 
Kondo, H and A Togari (2011). Continuous treatment with a low-dose beta-agonist reduces bone 
mass by increasing bone resorption without suppressing bone formation. Calcif Tissue Int 
88: 23-32. 
Kopec, K, D Kusz, L Cielinski, P Wojciechowski and G Hajduk (2009). Bilateral neurogenic hip 
arthropathy. A case report. Neuro Endocrinol Lett 30: 709-714. 
Krakauer, JC, MJ McKenna, NF Buderer, DS Rao, FW Whitehouse and AM Parfitt (1995). Bone 
loss and bone turnover in diabetes. Diabetes 44: 775-782. 
Kucera, T, K Urban and P Sponer (2011). Charcot arthropathy of the knee. A case-based review. 
Clin Rheumatol 30: 425-428. 
Kumar, S, HA Ashe, LN Parnell, DJ Fernando, C Tsigos, RJ Young, JD Ward and AJ Boulton 
(1994). The prevalence of foot ulceration and its correlates in type 2 diabetic patients: a 
population-based study. Diabet Med 11: 480-484. 
Lam, J, Y Abu-Amer, CA Nelson, DH Fremont, FP Ross and SL Teitelbaum (2002). Tumour 
necrosis factor superfamily cytokines and the pathogenesis of inflammatory osteolysis. Ann 
Rheum Dis 61 Suppl 2: ii82-83. 
Lambert, AP and CF Close (2005). Charcot neuroarthropathy of the wrist in type 1 diabetes. 
Diabetes Care 28: 984-985. 
Larsson, J, J Apelqvist, CD Agardh and A Stenstrom (1995). Decreasing incidence of major 
amputation in diabetic patients: a consequence of a multidisciplinary foot care team 
approach? Diabet Med 12: 770-776. 
Larsson, J, CD Agardh, J Apelqvist and A Stenstrom (1998). Long-term prognosis after healed 
amputation in patients with diabetes. Clin Orthop Relat Res149-158. 
Laurinaviciene, R, K Kirketerp-Moeller and PE Holstein (2008). Exostectomy for chronic midfoot 
plantar ulcer in Charcot deformity. J Wound Care 17: 53-55, 57-58. 
Lavery, LA, DG Armstrong, RP Wunderlich, J Tredwell and AJ Boulton (2003). Diabetic foot 
syndrome: evaluating the prevalence and incidence of foot pathology in Mexican Americans 
and non-Hispanic whites from a diabetes disease management cohort. Diabetes Care 26: 
1435-1438. 
Ledermann, HP, WB Morrison and ME Schweitzer (2002). MR image analysis of pedal 
osteomyelitis: distribution, patterns of spread, and frequency of associated ulceration and 
septic arthritis. Radiology 223: 747-755. 
Ledermann, HP and WB Morrison (2005). Differential diagnosis of pedal osteomyelitis and 
diabetic neuroarthropathy: MR Imaging. Semin Musculoskelet Radiol 9: 272-283. 
Lehenkari, PP, M Kellinsalmi, JP Napankangas, KV Ylitalo, J Monkkonen, MJ Rogers, A 
Azhayev, HK Vaananen and IE Hassinen (2002). Further insight into mechanism of action 
of clodronate: inhibition of mitochondrial ADP/ATP translocase by a nonhydrolyzable, 
adenine-containing metabolite. Mol Pharmacol 61: 1255-1262. 
Lenchik, L, TC Register, FC Hsu, K Lohman, BJ Nicklas, BI Freedman, CD Langefeld, JJ Carr and 
DW Bowden (2003). Adiponectin as a novel determinant of bone mineral density and 
visceral fat. Bone 33: 646-651. 
Lewiecki, EM (2011). Safety of long-term bisphosphonate therapy for the management of 
osteoporosis. Drugs 71: 791-814. 
	   80	  
Luckman, SP, DE Hughes, FP Coxon, R Graham, G Russell and MJ Rogers (1998). Nitrogen-
containing bisphosphonates inhibit the mevalonate pathway and prevent post-translational 
prenylation of GTP-binding proteins, including Ras. J Bone Miner Res 13: 581-589. 
Lunt, H, CM Florkowski, T Cundy, D Kendall, LJ Brown, JR Elliot, JE Wells and JG Turner 
(1998). A population-based study of bone mineral density in women with longstanding type 
1 (insulin dependent) diabetes. Diabetes Res Clin Pract 40: 31-38. 
Mabilleau, G, NL Petrova, ME Edmonds and A Sabokbar (2008). Increased osteoclastic activity in 
acute Charcot's osteoarthropathy: the role of receptor activator of nuclear factor-kappaB 
ligand. Diabetologia 51: 1035-1040. 
Maluf, KS, MJ Mueller, MJ Strube, JR Engsberg and JE Johnson (2004). Tendon Achilles 
lengthening for the treatment of neuropathic ulcers causes a temporary reduction in forefoot 
pressure associated with changes in plantar flexor power rather than ankle motion during 
gait. J Biomech 37: 897-906. 
Maor, G and E Karnieli (1999). The insulin-sensitive glucose transporter (GLUT4) is involved in 
early bone growth in control and diabetic mice, but is regulated through the insulin-like 
growth factor I receptor. Endocrinology 140: 1841-1851. 
Margolis, DJ, L Allen-Taylor, O Hoffstad and JA Berlin (2005). Diabetic neuropathic foot ulcers 
and amputation. Wound Repair Regen 13: 230-236. 
Marks, RM (2001). Complications of foot and ankle surgery in patients with diabetes. Clin Orthop 
Relat Res153-161. 
McGill, M, L Molyneaux, T Bolton, K Ioannou, R Uren and DK Yue (2000). Response of Charcot's 
arthropathy to contact casting: assessment by quantitative techniques. Diabetologia 43: 481-
484. 
McIntyre, I, C Boughen, E Trepman and JM Embil (2007). Foot and ankle problems of Aboriginal 
and non-Aboriginal diabetic patients with end-stage renal disease. Foot Ankle Int 28: 674-
686. 
Mehta, JA, C Brown and N Sargeant (1998). Charcot restraint orthotic walker. Foot Ankle Int 19: 
619-623. 
Miazgowski, T and S Czekalski (1998). A 2-year follow-up study on bone mineral density and 
markers of bone turnover in patients with long-standing insulin-dependent diabetes mellitus. 
Osteoporos Int 8: 399-403. 
Mitchell, J (1831). On a new practise in acute and chronic rheumatism. Am J Med Sci 12: 55. 
Mittlmeier, T, K Klaue, P Haar and M Beck (2010). Should one consider primary surgical 
reconstruction in charcot arthropathy of the feet? Clin Orthop Relat Res 468: 1002-1011. 
Morgan, JM, WC Biehl, 3rd and FW Wagner, Jr. (1993). Management of neuropathic arthropathy 
with the Charcot Restraint Orthotic Walker. Clin Orthop Relat Res58-63. 
Morrison, WB, HP Ledermann and ME Schweitzer (2001). MR imaging of the diabetic foot. Magn 
Reson Imaging Clin N Am 9: 603-613, xi. 
Moss, SE, R Klein and BE Klein (1992). The prevalence and incidence of lower extremity 
amputation in a diabetic population. Arch Intern Med 152: 610-616. 
Moss, SE, R Klein and BE Klein (1999). The 14-year incidence of lower-extremity amputations in 
a diabetic population. The Wisconsin Epidemiologic Study of Diabetic Retinopathy. 
Diabetes Care 22: 951-959. 
Moyer-Mileur, LJ, SB Dixon, JL Quick, EW Askew and MA Murray (2004). Bone mineral 
acquisition in adolescents with type 1 diabetes. J Pediatr 145: 662-669. 
Myerson, MS, MR Henderson, T Saxby and KW Short (1994). Management of midfoot diabetic 
neuroarthropathy. Foot Ankle Int 15: 233-241. 
Nagarkatti, DG, JV Banta and JD Thomson (2000). Charcot arthropathy in spina bifida. J Pediatr 
Orthop 20: 82-87. 
	   81	  
Ndip, A, A Williams, EB Jude, F Serracino-Inglott, S Richardson, JV Smyth, AJ Boulton and MY 
Alexander (2011). The RANKL/RANK/OPG signaling pathway mediates medial arterial 
calcification in diabetic Charcot neuroarthropathy. Diabetes 60: 2187-2196. 
Okazaki, R, Y Totsuka, K Hamano, M Ajima, M Miura, Y Hirota, K Hata, S Fukumoto and T 
Matsumoto (1997). Metabolic improvement of poorly controlled noninsulin-dependent 
diabetes mellitus decreases bone turnover. J Clin Endocrinol Metab 82: 2915-2920. 
Palestro, CJ, HH Mehta, M Patel, SJ Freeman, WN Harrington, MB Tomas and SE Marwin (1998). 
Marrow versus infection in the Charcot joint: indium-111 leukocyte and technetium-99m 
sulfur colloid scintigraphy. J Nucl Med 39: 346-350. 
Papa, J, M Myerson and P Girard (1993). Salvage, with arthrodesis, in intractable diabetic 
neuropathic arthropathy of the foot and ankle. J Bone Joint Surg Am 75: 1056-1066. 
Parks, NE and TJ Benstead (2010). Charcot ankle arthropathy in CMT1A exacerbated by type 2 
diabetes mellitus. Can J Neurol Sci 37: 419-421. 
Pecoraro, RE, GE Reiber and EM Burgess (1990). Pathways to diabetic limb amputation. Basis for 
prevention. Diabetes Care 13: 513-521. 
Peltonen, M, E Korpi-Hyövälti and O H. (2006). Lihavuuden, diabeteksen ja muiden 
glukoosiaineenvaihdunnan häiriöiden esiintyvyys suomalaisessa aikuisväestössä. Dehkon 
2D-hanke. Suomen Lääkärilehti 163-168. 
Pereda, JM, A Carreno and E Lopez Garcia (1974). [Charcot's pseudoarthropathy of the knee 
treated by means of a total prosthesis (a complication of intra-articular glucocorticoids)]. 
Rev Clin Esp 135: 487-492. 
Petrisor, B and JT Lau (2005). Electrical bone stimulation: an overview and its use in high risk and 
Charcot foot and ankle reconstructions. Foot Ankle Clin 10: 609-620, vii-viii. 
Petrova, NL, AV Foster and ME Edmonds (2004). Difference in presentation of charcot 
osteoarthropathy in type 1 compared with type 2 diabetes. Diabetes Care 27: 1235-1236. 
Petrova, NL, AV Foster and ME Edmonds (2005). Calcaneal bone mineral density in patients with 
Charcot neuropathic osteoarthropathy: differences between Type 1 and Type 2 diabetes. 
Diabet Med 22: 756-761. 
Petrova, NL, C Moniz, DA Elias, M Buxton-Thomas, M Bates and ME Edmonds (2007). Is there a 
systemic inflammatory response in the acute charcot foot? Diabetes Care 30: 997-998. 
Petrova, NL and ME Edmonds (2010). A prospective study of calcaneal bone mineral density in 
acute Charcot osteoarthropathy. Diabetes Care 33: 2254-2256. 
Pickwell, KM, MJ van Kroonenburgh, RE Weijers, PV van Hirtum, MS Huijberts and NC Schaper 
(2011). F-18 FDG PET/CT scanning in Charcot disease: a brief report. Clin Nucl Med 36: 8-
10. 
Pinzur, MS, R Sage, R Stuck, S Kaminsky and A Zmuda (1993). A treatment algorithm for 
neuropathic (Charcot) midfoot deformity. Foot Ankle 14: 189-197. 
Pinzur, MS (1999). Benchmark analysis of diabetic patients with neuropathic (Charcot) foot 
deformity. Foot Ankle Int 20: 564-567. 
Pinzur, MS, N Shields, E Trepman, P Dawson and A Evans (2000). Current practice patterns in the 
treatment of Charcot foot. Foot Ankle Int 21: 916-920. 
Pinzur, MS and A Evans (2003). Health-related quality of life in patients with Charcot foot. Am J 
Orthop (Belle Mead NJ) 32: 492-496. 
Pinzur, MS (2004). Surgical versus accommodative treatment for Charcot arthropathy of the 
midfoot. Foot Ankle Int 25: 545-549. 
Pinzur, MS, T Lio and M Posner (2006). Treatment of Eichenholtz stage I Charcot foot arthropathy 
with a weightbearing total contact cast. Foot Ankle Int 27: 324-329. 
Pinzur, MS (2007)a. Neutral ring fixation for high-risk nonplantigrade Charcot midfoot deformity. 
Foot Ankle Int 28: 961-966. 
	   82	  
Pinzur, MS (2007)b. Current concepts review: Charcot arthropathy of the foot and ankle. Foot 
Ankle Int 28: 952-959. 
Pinzur, MS and J Sostak (2007). Surgical stabilization of nonplantigrade Charcot arthropathy of the 
midfoot. Am J Orthop (Belle Mead NJ) 36: 361-365. 
Pitocco, D, V Ruotolo, S Caputo, L Mancini, CM Collina, A Manto, P Caradonna and G Ghirlanda 
(2005). Six-month treatment with alendronate in acute Charcot neuroarthropathy: a 
randomized controlled trial. Diabetes Care 28: 1214-1215. 
Pitocco, D, G Zelano, G Gioffre, E Di Stasio, F Zaccardi, F Martini, T Musella, G Scavone, M 
Galli, S Caputo, L Mancini and G Ghirlanda (2009). Association between osteoprotegerin 
G1181C and T245G polymorphisms and diabetic charcot neuroarthropathy: a case-control 
study. Diabetes Care 32: 1694-1697. 
Pogonowska, M, L Collins and H Dobson (1967). Diabetic osteopathy. Radiology 89: 265-271. 
Poirier, JY, E Garin, C Derrien, A Devillers, A Moisan, P Bourguet and D Maugendre (2002). 
Diagnosis of osteomyelitis in the diabetic foot with a 99mTc-HMPAO leucocyte 
scintigraphy combined with a 99mTc-MDP bone scintigraphy. Diabetes Metab 28: 485-490. 
Prompers, L, M Huijberts, N Schaper, J Apelqvist, K Bakker, M Edmonds, P Holstein, E Jude, A 
Jirkovska, D Mauricio, A Piaggesi, H Reike, M Spraul, K Van Acker, S Van Baal, F Van 
Merode, L Uccioli, V Urbancic and G Ragnarson Tennvall (2008). Resource utilisation and 
costs associated with the treatment of diabetic foot ulcers. Prospective data from the 
Eurodiale Study. Diabetologia 51: 1826-1834. 
Prompers, L, N Schaper, J Apelqvist, M Edmonds, E Jude, D Mauricio, L Uccioli, V Urbancic, K 
Bakker, P Holstein, A Jirkovska, A Piaggesi, G Ragnarson-Tennvall, H Reike, M Spraul, K 
Van Acker, J Van Baal, F Van Merode, I Ferreira and M Huijberts (2008). Prediction of 
outcome in individuals with diabetic foot ulcers: focus on the differences between 
individuals with and without peripheral arterial disease. The EURODIALE Study. 
Diabetologia 51: 747-755. 
Rakel, A, O Sheehy, E Rahme and J LeLorier (2008). Osteoporosis among patients with type 1 and 
type 2 diabetes. Diabetes Metab 34: 193-205. 
Ramsey, SD, K Newton, D Blough, DK McCulloch, N Sandhu, GE Reiber and EH Wagner (1999). 
Incidence, outcomes, and cost of foot ulcers in patients with diabetes. Diabetes Care 22: 
382-387. 
Reiber, GE, L Vileikyte, EJ Boyko, M del Aguila, DG Smith, LA Lavery and AJ Boulton (1999). 
Causal pathways for incident lower-extremity ulcers in patients with diabetes from two 
settings. Diabetes Care 22: 157-162. 
Rigalleau, V, C Lasseur, C Raffaitin, C Perlemoine, N Barthe, P Chauveau, M Aparicio, C Combe 
and H Gin (2007). Bone loss in diabetic patients with chronic kidney disease. Diabet Med 
24: 91-93. 
Rix, M, H Andreassen and P Eskildsen (1999). Impact of peripheral neuropathy on bone density in 
patients with type 1 diabetes. Diabetes Care 22: 827-831. 
Rogers, LC, RG Frykberg, DG Armstrong, AJ Boulton, M Edmonds, GH Van, A Hartemann, F 
Game, W Jeffcoate, A Jirkovska, E Jude, S Morbach, WB Morrison, M Pinzur, D Pitocco, L 
Sanders, DK Wukich and L Uccioli (2011). The charcot foot in diabetes. Diabetes Care 34: 
2123-2129. 
Rogers, MJ, DJ Watts and RG Russell (1997). Overview of bisphosphonates. Cancer 80: 1652-
1660. 
Rosenblum, BI, JM Giurini, LB Miller, JS Chrzan and GM Habershaw (1997). Neuropathic 
ulcerations plantar to the lateral column in patients with Charcot foot deformity: a flexible 
approach to limb salvage. J Foot Ankle Surg 36: 360-363. 
Rosenthal, HS (1965). Neurotrophic Arthropathy in Multiple Sclerosis. Bull Hosp Joint Dis 26: 
109-114. 
	   83	  
Ruette, P, J Stuyck and P Debeer (2007). Neuropathic arthropathy of the shoulder and elbow 
associated with syringomyelia: a report of 3 cases. Acta Orthop Belg 73: 525-529. 
Salo, PT, E Theriault and RG Wiley (1997). Selective ablation of rat knee joint innervation with 
injected immunotoxin: a potential new model for the study of neuropathic arthritis. J Orthop 
Res 15: 622-628. 
Saltzman, CL, ML Hagy, B Zimmerman, M Estin and R Cooper (2005). How effective is intensive 
nonoperative initial treatment of patients with diabetes and Charcot arthropathy of the feet? 
Clin Orthop Relat Res185-190. 
Sammarco, VJ (2009). Superconstructs in the treatment of charcot foot deformity: plantar plating, 
locked plating, and axial screw fixation. Foot Ankle Clin 14: 393-407. 
Sanders, LJ and RG Frykberg (1991). Diabetic neuropathic osteoarthropathy: Charcot foot. . In The 
High Risk Foot in Diabetes Mellitus (5th edn), Levin ME, O'Neal LW, Bowker JH (eds). 
Churchill Livingstone: New York,297-338. 
Sanders, LJ (2004). The Charcot foot: historical perspective 1827-2003. Diabetes Metab Res Rev 
20 Suppl 1: S4-8. 
Schauwecker, DS, HM Park, BH Mock, RW Burt, CB Kernick, AC Ruoff, 3rd, HJ Sinn and HN 
Wellman (1984). Evaluation of complicating osteomyelitis with Tc-99m MDP, In-111 
granulocytes, and Ga-67 citrate. J Nucl Med 25: 849-853. 
Scheck, DN and EW Hook, 3rd (1994). Neurosyphilis. Infect Dis Clin North Am 8: 769-795. 
Schlossbauer, T, T Mioc, S Sommerey, SB Kessler, MF Reiser and KJ Pfeifer (2008). Magnetic 
resonance imaging in early stage charcot arthropathy: correlation of imaging findings and 
clinical symptoms. Eur J Med Res 13: 409-414. 
Schon, LC and RM Marks (1995). The management of neuroarthropathic fracture-dislocations in 
the diabetic patient. Orthop Clin North Am 26: 375-392. 
Schon, LC, ME Easley and SB Weinfeld (1998). Charcot neuroarthropathy of the foot and ankle. 
Clin Orthop Relat Res116-131. 
Schoppet, M, N Al-Fakhri, FE Franke, N Katz, PJ Barth, B Maisch, KT Preissner and LC Hofbauer 
(2004). Localization of osteoprotegerin, tumor necrosis factor-related apoptosis-inducing 
ligand, and receptor activator of nuclear factor-kappaB ligand in Monckeberg's sclerosis and 
atherosclerosis. J Clin Endocrinol Metab 89: 4104-4112. 
Schwartz, AV (2003). Diabetes Mellitus: Does it Affect Bone? Calcif Tissue Int 73: 515-519. 
Schwartz, AV, DE Sellmeyer, ES Strotmeyer, FA Tylavsky, KR Feingold, HE Resnick, RI Shorr, 
MC Nevitt, DM Black, JA Cauley, SR Cummings, TB Harris and ABCS Health (2005). 
Diabetes and bone loss at the hip in older black and white adults. J Bone Miner Res 20: 596-
603. 
Selander, KS, J Monkkonen, EK Karhukorpi, P Harkonen, R Hannuniemi and HK Vaananen 
(1996). Characteristics of clodronate-induced apoptosis in osteoclasts and macrophages. 
Mol Pharmacol 50: 1127-1138. 
Selby, PL, MJ Young and AJ Boulton (1994). Bisphosphonates: a new treatment for diabetic 
Charcot neuroarthropathy? Diabet Med 11: 28-31. 
Sella, EJ and C Barrette (1999). Staging of Charcot neuroarthropathy along the medial column of 
the foot in the diabetic patient. J Foot Ankle Surg 38: 34-40. 
Shapiro, SA, KB Stansberry, MA Hill, MD Meyer, PM McNitt, BA Bhatt and AI Vinik (1998). 
Normal blood flow response and vasomotion in the diabetic Charcot foot. J Diabetes 
Complications 12: 147-153. 
Shaw, JE, RA Sicree and PZ Zimmet (2010). Global estimates of the prevalence of diabetes for 
2010 and 2030. Diabetes Res Clin Pract 87: 4-14. 
Shiraishi, M, Y Ando, H Mizuta, E Nakamura, K Takagi and M Ando (1997). Charcot knee 
arthropathy with articular amyloid deposition in familial amyloidotic polyneuropathy. Scand 
J Rheumatol 26: 61-64. 
	   84	  
Sievanen, H (2010). Immobilization and bone structure in humans. Arch Biochem Biophys 503: 
146-152. 
Simon, SR, SG Tejwani, DL Wilson, TJ Santner and NL Denniston (2000). Arthrodesis as an early 
alternative to nonoperative management of charcot arthropathy of the diabetic foot. J Bone 
Joint Surg Am 82-A: 939-950. 
Sinacore, DR, MK Hastings, KL Bohnert, FA Fielder, DT Villareal, VP Blair, 3rd and JE Johnson 
(2008). Inflammatory osteolysis in diabetic neuropathic (charcot) arthropathies of the foot. 
Phys Ther 88: 1399-1407. 
Singh, AP and AJ Kelly (2009). A case of Charcot's feet in a patient with Parkinson's disease: a 
case report. Cases J 2: 187. 
Singh, N, DG Armstrong and BA Lipsky (2005). Preventing foot ulcers in patients with diabetes. 
JAMA 293: 217-228. 
Sinha, S, CS Munichoodappa and GP Kozak (1972). Neuro-arthropathy (Charcot joints) in diabetes 
mellitus (clinical study of 101 cases). Medicine (Baltimore) 51: 191-210. 
Smith, DG, BC Barnes, AK Sands, EJ Boyko and JH Ahroni (1997). Prevalence of radiographic 
foot abnormalities in patients with diabetes. Foot Ankle Int 18: 342-346. 
Sohn, MW, TA Lee, RM Stuck, RG Frykberg and E Budiman-Mak (2009). Mortality risk of 
Charcot arthropathy compared with that of diabetic foot ulcer and diabetes alone. Diabetes 
Care 32: 816-821. 
Stevens, MJ, ME Edmonds, AV Foster and PJ Watkins (1992). Selective neuropathy and preserved 
vascular responses in the diabetic Charcot foot. Diabetologia 35: 148-154. 
Stone, NC and TR Daniels (2000). Midfoot and hindfoot arthrodeses in diabetic Charcot 
arthropathy. Can J Surg 43: 449-455. 
Strauss, E and G Gonya (1998). Adjunct low intensity ultrasound in Charcot neuroarthropathy. Clin 
Orthop Relat Res132-138. 
Strotmeyer, ES, JA Cauley, AV Schwartz, MC Nevitt, HE Resnick, JM Zmuda, DC Bauer, FA 
Tylavsky, N de Rekeneire, TB Harris, AB Newman and ABCS Health (2004). Diabetes is 
associated independently of body composition with BMD and bone volume in older white 
and black men and women: The Health, Aging, and Body Composition Study. J Bone Miner 
Res 19: 1084-1091. 
Tan, AL, A Greenstein, SJ Jarrett and D McGonagle (2005). Acute neuropathic joint disease: a 
medical emergency? Diabetes Care 28: 2962-2964. 
Tan, PL and J Teh (2007). MRI of the diabetic foot: differentiation of infection from neuropathic 
change. Br J Radiol 80: 939-948. 
Tawn, DJ, JP O'Hare, IA O'Brien, I Watt, PA Dieppe and RJ Corrall (1988). Bone scintigraphy and 
radiography in the early recognition of diabetic osteopathy. Br J Radiol 61: 273-279. 
Thorning, C, WM Gedroyc, PA Tyler, EA Dick, E Hui and J Valabhji (2010). Midfoot and hindfoot 
bone marrow edema identified by magnetic resonance imaging in feet of subjects with 
diabetes and neuropathic ulceration is common but of unknown clinical significance. 
Diabetes Care 33: 1602-1603. 
Thrailkill, KM, L Liu, EC Wahl, RC Bunn, DS Perrien, GE Cockrell, RA Skinner, WR Hogue, AA 
Carver, JL Fowlkes, J Aronson and CK Lumpkin, Jr. (2005). Bone formation is impaired in 
a model of type 1 diabetes. Diabetes 54: 2875-2881. 
Thrailkill, KM, CK Lumpkin, Jr., RC Bunn, SF Kemp and JL Fowlkes (2005). Is insulin an 
anabolic agent in bone? Dissecting the diabetic bone for clues. Am J Physiol Endocrinol 
Metab 289: E735-745. 
Toeller, M, AE Buyken, G Heitkamp, G Berg and WA Scherbaum (1999). Prevalence of chronic 
complications, metabolic control and nutritional intake in type 1 diabetes: comparison 
between different European regions. EURODIAB Complications Study group. Horm Metab 
Res 31: 680-685. 
	   85	  
Trepman, E, A Nihal and MS Pinzur (2005). Current topics review: Charcot neuroarthropathy of the 
foot and ankle. Foot Ankle Int 26: 46-63. 
Tuominen, JT, O Impivaara, P Puukka and T Ronnemaa (1999). Bone mineral density in patients 
with type 1 and type 2 diabetes. Diabetes Care 22: 1196-1200. 
Uccioli, L, A Sinistro, C Almerighi, C Ciaprini, A Cavazza, L Giurato, V Ruotolo, F Spasaro, E 
Vainieri, G Rocchi and A Bergamini (2010). Proinflammatory modulation of the surface 
and cytokine phenotype of monocytes in patients with acute Charcot foot. Diabetes Care 33: 
350-355. 
van Baal, J, R Hubbard, F Game and W Jeffcoate (2010). Mortality associated with acute Charcot 
foot and neuropathic foot ulceration. Diabetes Care 33: 1086-1089. 
van der Poest Clement, E, H van der Wiel, P Patka, JC Roos and P Lips (1999). Long-term 
consequences of fracture of the lower leg: cross-sectional study and long-term longitudinal 
follow-up of bone mineral density in the hip after fracture of lower leg. Bone 24: 131-134. 
van der Poest Clement, E, M van Engeland, H Ader, JC Roos, P Patka and P Lips (2002). 
Alendronate in the prevention of bone loss after a fracture of the lower leg. J Bone Miner 
Res 17: 2247-2255. 
Van Gils, CC, LA Wheeler, M Mellstrom, EA Brinton, S Mason and CG Wheeler (1999). 
Amputation prevention by vascular surgery and podiatry collaboration in high-risk diabetic 
and nondiabetic patients. The Operation Desert Foot experience. Diabetes Care 22: 678-683. 
Vashishth, D, GJ Gibson, JI Khoury, MB Schaffler, J Kimura and DP Fyhrie (2001). Influence of 
nonenzymatic glycation on biomechanical properties of cortical bone. Bone 28: 195-201. 
Veitch, SW, SC Findlay, AJ Hamer, A Blumsohn, R Eastell and BM Ingle (2006). Changes in bone 
mass and bone turnover following tibial shaft fracture. Osteoporos Int 17: 364-372. 
Vera, AI and BP Nixon (1995). Charcot foot in an alcoholic patient. A case report. J Am Podiatr 
Med Assoc 85: 318-320. 
Vestergaard, P (2007). Discrepancies in bone mineral density and fracture risk in patients with type 
1 and type 2 diabetes--a meta-analysis. Osteoporos Int 18: 427-444. 
Veves, A, CM Akbari, J Primavera, VM Donaghue, D Zacharoulis, JS Chrzan, U DeGirolami, FW 
LoGerfo and R Freeman (1998). Endothelial dysfunction and the expression of endothelial 
nitric oxide synthetase in diabetic neuropathy, vascular disease, and foot ulceration. 
Diabetes 47: 457-463. 
Viens, NA, TS Watters, EN Vinson and BE Brigman (2010). Case report: Neuropathic arthropathy 
of the hip as a sequela of undiagnosed tertiary syphilis. Clin Orthop Relat Res 468: 3126-
3131. 
Viens, P, C Tarpin, H Roche and F Bertucci (2010). Systemic therapy of inflammatory breast 
cancer from high-dose chemotherapy to targeted therapies: the French experience. Cancer 
116: 2829-2836. 
Wakasugi, M, R Wakao, M Tawata, N Gan, K Koizumi and T Onaya (1993). Bone mineral density 
measured by dual energy x-ray absorptiometry in patients with non-insulin-dependent 
diabetes mellitus. Bone 14: 29-33. 
Weinreb, M, GA Rodan and DD Thompson (1989). Osteopenia in the immobilized rat hind limb is 
associated with increased bone resorption and decreased bone formation. Bone 10: 187-194. 
WHO (1999). WHO: definition, diagnosis and classification of diabetes mellitus and its 
complications. Report of a WHO Consultation. Part 1: Diagnosis and classification of 
diabetes mellitus. Geneva: World Health Org. 
WHO-Study-Group (1994). Assessment of fracture risk and its application to screening for 
postmenopausal osteoporosis. Report of a WHO Study Group. World Health Organ Tech 
Rep Ser1-129. 
Wientroub, S, D Eisenberg, R Tardiman, SL Weissman and R Salama (1980). Is diabetic 
osteoporosis due to microangiopathy? Lancet 2: 983. 
	   86	  
Wild, S, G Roglic, A Green, R Sicree and H King (2004). Global prevalence of diabetes: estimates 
for the year 2000 and projections for 2030. Diabetes Care 27: 1047-1053. 
Wrobel, M, A Szymborska-Kajanek, M Skiba, D Karasek, J Gorska, A Wittek, W Grzeszczak and 
K Strojek (2007). Charcot's joint of the wrist in type 2 diabetes mellitus. Exp Clin 
Endocrinol Diabetes 115: 55-57. 
Wukich, DK, RJ Belczyk, PR Burns and RG Frykberg (2008). Complications encountered with 
circular ring fixation in persons with diabetes mellitus. Foot Ankle Int 29: 994-1000. 
Wukich, DK, NJ Lowery, RL McMillen and RG Frykberg (2010). Postoperative infection rates in 
foot and ankle surgery: a comparison of patients with and without diabetes mellitus. J Bone 
Joint Surg Am 92: 287-295. 
Wukich, DK, A Joseph, M Ryan, C Ramirez and JJ Irrgang (2011)a. Outcomes of ankle fractures in 
patients with uncomplicated versus complicated diabetes. Foot Ankle Int 32: 120-130. 
Wukich, DK, W Sung, SA Wipf and DG Armstrong (2011)b. The consequences of complacency: 
managing the effects of unrecognized Charcot feet. Diabet Med 28: 195-198. 
Young, MJ, AJ Boulton, AF MacLeod, DR Williams and PH Sonksen (1993). A multicentre study 
of the prevalence of diabetic peripheral neuropathy in the United Kingdom hospital clinic 
population. Diabetologia 36: 150-154. 
Young, MJ, A Marshall, JE Adams, PL Selby and AJ Boulton (1995). Osteopenia, neurological 
dysfunction, and the development of Charcot neuroarthropathy. Diabetes Care 18: 34-38. 
Yu, GV and JR Hudson (2002). Evaluation and treatment of stage 0 Charcot's neuroarthropathy of 
the foot and ankle. J Am Podiatr Med Assoc 92: 210-220. 
Zgonis, T, JJ Stapleton, N Shibuya and TS Roukis (2007). Surgically induced Charcot 
neuroarthropathy following partial forefoot amputation in diabetes. J Wound Care 16: 57-
59. 
Zimmermann, A, C Law, J Blount and S Gilbert (2007). Neuropathic arthropathy of the elbow in a 
paediatric patient with myelomeningocele. Dev Neurorehabil 10: 261-264. 
 
 
